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E. THE CLINICAL TRIALS D 

. EVIDENCE” THA 
EFFECTIVE _ 

_FDA’s approval of the Mifeprex NDA ran counter to Congress’s statutory requirements, 


the agency’s regulations and guidance documents, and EDA's well-established standards for the | 


_ quality and quantity of scientific evidence needed to support a an agency finding that a new aug is 


safe and effective. The clinical trials submitted by the Population Council to mippon its NDA 


did not use the full set of design features FDA pial requires to produce unbiased 


. Investigations of drug safety and effectiveness. Because these trials were not blinded, 


randomized, or concurrently coun oled: a ey did not t establish the ay and effectiveness of the 
Mifeprex Regimen. Inexplicably, FDA failed to perform a statistical gaalyeis of the data fom 


the American trial. Furthermore, FDA's = Pp of Mifeprex pursuant to Subpart H compounds 


, the deficiencies 1 in 1 the trials because cies of Subpart H drugs must demonstrate that the aes . 


for which approval is being sought provides a “meaningful therapeutic benefit c over r existing 
therapy.” Because Mifeprex was approved in reliance on French and American trials that did not 
compare the Mifeprex Regimen with the existing standard of care for ending pregnancies (i.e., 


surgical abortion), the trials cannot support this Subpart H approval. 7 


1. The Clinical Trials Underlying FDA’s Approval of Mifeprex 
FDA based its approval of Mifeprex on safety and effectiveness data derived from two 
French clinical trials (“French Clinical Trials”) and one U.S. clinical trial (“U.S. Clinical 


Trial”).”* Neither the French Clinical Trials nor the. U.S. Clinical Trial was blinded, randomized, 


re See Mifeprex Approval Memo, infra Appendix A, at 1. — 


24 | 
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_ or concurrently controlled — the hallmarks of unbiased, scientific analysis generally relied upon 


a.  TheFrench Clinical Trials 


The French Clinical Trials, which formed the basis for the Population Council’s original 


NDA submission in 1996, were open-label, multi-center studies.” One of these trials consisted 


of 1,286 patients at 24 centers in France (“French Trial Y” eo The trial was limited to women __ 
who had pregnancies of no ‘tigi than 49 days’ o tannins age, as established by ultrasound, if 
available, or by the patient’s estimate.” On the first day of the procedure, the patient received 
600 mg of mifepristone orally “in the esate ofa study investigator.” Approximately 48 

hours later, she returned and, pales ihe abortion had already taken place, ingested 400 oe 


micrograms of misoprostol “in the presence of a study investigator.” The patient remained | 


~ under observation for four hours or more after the ingestion of misoprostol and returned for “a 


final assessment of the pregnancy termination procedure” eight to 1S days later. 


°° .FDA’s Reproductive Health Drugs Iivisory Committee (DA Ay Committee’ which met in iy 1996 
to consider the mifepristone NDA, based its conclusion primarily on the French trial along with preliminary data 
from the U.S. Clinical Trial. See FDA Advisory Committee, Hearings on New Drug Application for the Use of 
Mifepristone for Interruption of Early Pregnancy, at 6, 132-33 (July 19, 1996) (FDA Hearings Ti ranscript)[FDA 


» FOIA Release: MIF 005200-90]. Committee member Dr. Mary Jo O’Sullivan asked why the Committee meeting 
__ was being held “at this time when the data is not finalized.” Jd. at 37. Dr. C. .. Wayne Bardin, who was responsible 


for overseeing the Population Council’s NDA preparation, responded that “ we have sufficient data . .. [fJrom the 
non-U.S. data to allow us to submit an application to the FDA.” Jd. 


97. See FDA, Statistical Review and Evaluation, at 2-4 (May 21, 1996) (“Statistical Review”). This French trial is 


referred to as FFR/91/486/14. 


8 See Statistical Review, infra Appendix . at 12. “Since the dlirasound estimate of ronal age was more 
reliable than the patient’s estimate . . gestational age based on the ultrasound examination was used if available.” 

Id. Investigators, in violation of study protocol, included : some women with pregnancies of more than 49 days. See 
Statistical Review, infra Appendix A, at3. 


 ® See Statistical Review, infra Appendix A, at 2. 


100 See Statistical Review, infra Appendix A, at 2. 


“dtl See Statistical Review, infra Appendix A, at 2. . 


a Se a 7 = i 
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The efficacy analysis of French Trial I encompassed only 1, 205 pes while the safety 


. aaa facluded all 1 286 participants. 102 The regimen resulted i in “complet expulsion” in 195. A / — 


percent of the 1,189 participants whose pregnancies were 49 days 0 or less. oH The rate of complete 


. expulsion declined with increased gestational age.’ Sixty-one women had complete eoulicns 


before taking misoprostol." Almost 86 Pocentot patients in French rial | experienced af least 


_ one adverse event as a result of the procedure." 


The second French clinical trial (“French Trial 1’) enrolled 1,194 patients at 11 
centers.’ The trial was limited to women who had pregnancies of no ore than 63 days’ 
gestational age, as established by ultrasound, if available, or by the patient's estimate.’ The 
re ance used in French Study Il was essentially the same as that described above in connection 


with French Study I, except that, an additional 200 micrograms of misoprostol w was administered 


gelk eee expulion did not occur within three hours after taking the initial 400 microgram 


a AB poe 


dose of misoprostol. 10 Patients who eae ithe cond doe of ees Pane ander 


observation for a total of five hours. 110 


12 See Statistical Review, infra Appendix A, at 3. 
13 See Statistical Review, infra Appendix A, at 3. Patients for chon expulsion of the embryo was complete at the 


--end of the process were categorized as successes, while patients with incomplete expulsions (2.8%), ongoing 


pregnancies (1.5%), and those who needed surgical procedures for bleeding (. 3%) were classified as failures. See id. 
at 3 and 9 (Table 1). 


14 See Statistical Review, infra Appendix A, at 3¢ ‘[T]here was a statistically aenifeant.. . inverse beladonelin 
between gestational age and the success rate as the success rate generally declined with increasing gestational age. ”). 


105" See Statistical Review, infra Appendix A, at 3. Twenty- -six of these women received misoprostol anyway, 
because the investigators did not realize that they had had complete abortions. See id. 


_ 1% See Statistical Review, infra Appendix A, at 4. 


'07 See Statistical Review, infra Appendix A, at 4-7. This French trial is designated as FF/92/486/24. 
108 See Statistical Review, infra Appendix A, at 4-5. 
109 See Statistical Review, infra Appendix A, at 5. 


_. N° See Statistical Review, infra Appendix A,at 5. . 
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The efficacy analysis of French Trial Il encompassed only 1 104 patients, while the | . 


| safety analysis included all 1 1194 pa itt The regimen fesalied in “complete expulsion” 


in 92.8 percent of the participants! The fare or Soiplels expulsion declined with bncoced 
gestational age.'* Twenty-six women had complete expulsions before Glne misoprostol." 
Almost 93 percent of patients eck Trial Il experienced at least one adverse event as a esa 
of the procedure.’ , | 


Among the deficiencies that characterized both French Clinical Trials was the absence of _ 


an appropriate control group. Consequently, as an FDA statistician concluded after reviewing 


the data from the French Clinical Trials: “In the absence of a concurrent control group in each of 


these studies, it is a matter of clinical judgment whether or not the sponsor’s proposed 


_ therapeutic regimen is a viable alternative to uterine aspiration for the termination of 


99116 


b. The U.S Clinical Trial _ 


The U.S. Clinical Trial was carried out from September 13, 1994 to September 12, 1995 


at various qualified university hospitals and clinics.""” Patients had to satisfy a number of criteria 


11 See Statistical Review, infra Appendix A, at 5. 


"2 See Statistical Review, infra Appendix A, at 6. Asin French Study I, ee for whom expulsion of the 


classified as failures. See id. at 5 and 12 (Table °4). 
"3 See Statistical Review, infra Appendix A, at 6. 
4 See Statistical Review, infra Appendix A, at 6. 
M5. See Statistical Review, infra Appendix A, at 7, 
6 Statistical Review, infra Appendix A, at 7-8. 


"7 See Medical Officer’s Review, infra Appendix A, at 6. More specifically, the U.S. Clinical Trial consisted of 
“two prospective, open-label, multicenter clinical trials in the United States according to two identical protocols.” 
Medical Officer’s Review, infra Appendix A, at 6 and 9. In this Petition, the trials will be referred to as “the U.S, . 


- Clinical Trial,” because the protocols employed were identical, the results of the two trials were analyzed jointly, 
3. and the results were published in the same article. See Irving M. Spitz, M.D., C. Wayne Bardin, M.D., Lauri 


a 
Alliance-App; T7820 BRET 


10 


i an idea tise Lie coined ce ae : Sore ake oe : PIR ee 
Case: 23-103862 Document: 95-3. Page:9.. Date Filed: 04/11/2023. 
Case 2:22-cv-00223-Z Document 1-14 Filed 11/18/22 Page 29 of 96. PagelD 308 


to be included in the study.’ All patients were screened by pelvic examination and ultrasound 


to ensure that their pregnancies were not too advanced for the procedure.' On their first visit, 


patients took 200 mg of mifepristone orally “[ijn the presence of the investigator.”"* Patients 
returned 36 to 60 hours jatar to ingest 400 micrograms of misoprostol orally in the presence of 
the investigator, unless the investigator determined that the termination was already ole 
Following ingestion of misoprostol, patients were s ohecniel for a minimum of four hours.'” 
Patients were instructed to return again 12 days later for a follow-up assessment.'” A hdtieat’ 
pregnancy was terminated surgically “at any time if the investigator believed there was a threat 
to a woman’s health (medically indicated), at a eee request, or at the end of the study for an 


ongoing pregnancy or incomplete abortion.” 


-- Benton, M.D., and Ann Robbins, “Barly Préghiancy Termination i wi fi Mafepiistone and Misoprosiol i in the United 


States,” New England Journal of Medicine 338 (Apr. 30, 1998): 1241-47 (“Spitz Article”) ”)[FDA FOIA Release: 


- MIF 006692-97]. The members of the FDA Advisory Committee who were still working for FDA at the time of 


publication received a copy of the Spitz Article. See Medical Officer’s Review, infra Appendix A, at 29. Although 


_ FDA considered data from the entire U.S. Clinical Trial, it appears that the agency formally approved Mifeprex 


based only on the portion of the U.S. Clinical Trial data that was generated among women whose pregnancies were 
no more than 49 days’ gestational age. See Mifeprex Approval Memo, infra Appendix A, at 1 (“The U.S. trial 


consisted of 859 women providing safety data and 827 women providing effectiveness data for gestations of 49 days 


or less, dated from the last menstrual period. ”). See also Mifeprex Label (Clinical Studies”). 


8 Among the inclusion criteria were requirements that a patient be at least 18 years old, be in good health, have an 
intrauterine pregnancy of no more than 63 days (confirmed by a pelvic examination and ultrasound), and have 
agreed to a surgical abortion if the mifepristone-misoprostol abortion failed. Medical Officer’s Review, infra 


_ Appendix A, at 7-8. The study excluded women with certain health problems, such as liver, respiratory, or renal 


disease, cardiovascular disease, chronic hypertension, anemia, clotting problems, pelvic inflammatory disease, and 
ectopic pregnancies. See id. at 8. In addition, women who were over 35 and smoked, had IUDs, were breastfeeding, 
were unlikely to comply with study requirements, or who “lived or worked more than one hour from the 


--emergency care facility” were excluded. See id. at 8-9. 


"9 See Medical Officer’s Review, infra Appendix A, at 8. 


_ 12° Medical Officer’s Review, infra Appendix A, at 9. 


"21 See Medical Officer’s Review, infra Appendix A, at 9. 
122 See Medical Officer’s Review, infra Appendix A, at 7. 


. 23 See Medical Officer’s Review, infra Appendix A, at 7. 
gi Medical Officer’s Review, ie Appendix A A, at 16. 


Pie oe bale | 
: Alliance.App. 179 EX. 13 pg. 028 
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_ of patients experienced adverse events and most, of these experienced multiple adverse events.’ 


ol? See Medical Officer’s Review, infra Appendix A, at ee 
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The U.S. Clinical Trial consiste f 2, 121 subjects." as "OF these ° patients, 2, 015 were 


valine for efficacy, which tae defined as the termination ore pregnancy with complete . 


expulsion of the conceptus without the need for a surgical procedure.”"” The remaining 106 


effective in 92 were of patients with pregnancies n no ) greater than 49 days, 83 percent of 


patients with pregnancies between 50 and 56 nye, and Td percent of women with pregnancies 


between 57 and 63 days. 2 All 2, 11 1 subj ects were evaluated for safety. 0 Ninety- -nine percent 


131~ 


Twenty-three percent of the adverse effects sneHenced by each gestational age group were 


“severe.” 


Finally, FDA did not conduct a, statistical review. of the results of the U.S. Clinical Trial. 


~ FDA’s statistical reviewer explained this failure Py noting that ‘ “a statistical evaluation of the 


Hieeean edies was completed previously’ ‘and {the clinical results of the supporting U. Ss. 


25" See Medical Officer’s Review, infra Appendix A, at 10. 
26 See Medical Officer’s Review, infra Appendix A, at 10. 


27 Medical Officer’s Review, infra Appendix A, at 16. The failure to establish, a pre-trial, statistical definition f for 
drug efficacy was a defect in trial design. 


28 See Medical Officer’s Review, infra Appendix A, at 16. It would have been appropriate to include these 106. 


_ patients in the efficacy analysis as “failures,” if for no other reason than that they did not appear for all three 


required visits. Although “[f]or 92 of these patients, there was some information suggesting a successful outcome,” 


id. at 10, there was neither definitive evidence of complete abortion nor, apparently, any information with respect to 


whether these women subsequently experienced any adverse effects. In fact, during their second visit, five of these 
106 women were diagnosed as having’ continuing pregnancies. Id. at 10. ‘See also Spitz Article, infra Appendix A, 
at 1246 er ultimate outcome of these Pregnancies, is unknown, despite our ur repeated attempts to contact the 
women.” ‘ 


29 See Medical Officer’s Review, infra Appendix A, at 11 (Table 1). 


180 See Medical Officer’s Review, infra Appendix A, at 10. 
ue See Medical Officer’s Review, in "a Appendix. A, at Ti. pete ee 
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studies .. . are e Similar fmoueh to ‘the resiilts of the European studies that, in ane opinion of the 


medical reviewer, a atatisucal evaluation of the ce of the U. S. uidies is ‘not required: v133 


De Requirements for Proving Drug Safety and Effectiveness 


FDA has developed a Figerous) default standard for scientific demonstrations of safety and 


' effectiveness of human drug products. ™ Section 505(0\5) of the FD & C Act provides, in 


relevant part, that FDA shall refuse to approve a new v drug appheaten when “there i isa lack of 
substantial evidence that the drug will have the effect it purports or is represented to have under 
the conditions of use prescribed, recommended, or auaecsies } in the proposed labeling.” 
Section 505(d) defines “substantial evidence” to mean “evidence consisting of adequate and 


well-controlled investigations, including clinical impéctigations, by experts qualified by scientific . 


training and experience to evaluate the offectivences of the drug involved ue EDA has 


~ stated that “substantial evidence” requires a showing of clinically significant evidence of 


effectiveness rather than. Sait ec naciee ay significance.’ No such showing was made 


_ for Mifeprex, which has been derionstrated to be less effective than surgical abortion for all 


segments of the population. 


Sishyilann Sia lb, Man yt ob tesa Aegan otal a ge AHN RY 


33 EDA, “Statistical Comments on Amendment 024,” Memorandum to File NDA 20-687 (Feb. 14, 2000). This 


document is available along with the agency’ s Statistical Review. See Statistical. Review, , infra Appendix A. 
34 Soe the discussion of the development and sequirements of FDA’s “gold standard,” supra Section IIL.C.1. 
85 91 U.S.C. § 355(d)(5). ‘ 


36 91 U.S.C. § 355(d) (“the term ‘substantial evidence’ means evidence consisting of adequate and well-controlled 
investigations, including clinical investigations, by experts qu ified by scientific training and experience to evaluate 
the effectiveness of the drug involved, on the basis of which it could fairly and tesponsibly be concluded by such 
experts that the drug will have the effect it purports or is represented to have under. the conditions of use prescribed, — 
recommended, or suggested in the labeling or proposed labeling ‘thereof. as : 


87 See Warner-Lambert Co. v. Heckler, 787 F.2d 147, 155 (D.C. Cir. 1986) (“It is important to note that the 


Commissioner does not contend that the effectiveness shown must amount to a ‘medical breakthrough’, as ARW 
'- complains, but contends in his brief that he would be satisfi 


ith even a modest clinice 


therapeutic effect.”). 


ee 6. 
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Section 3 14. 120 of EDA’s rules states that “[Hepods of Fadequate and well-controlled 


| snvesdigations provide the Samay leah or de termining whether are is substantial idee 


to support the claims of effectiveness for new dnigs.”™ The rule states that a maj or purpose of 


an adequate and well-designed study i is to! ‘permit[. a valid comparison with a control to Prowde 


_ a quantitative assessment of ane effect oe Meer ine to Section 314. 126(b), an adequate and 


well-controlled study serves to ensure that the subjects of the trial have the disease or condition. mye 


being studied, 4 that the method of assigning patients to treatment and control groups n minimizes 


bias (e. 8.» using randomization), ua and, that {aldequate x measures are taken to minimize c bias on 


the part of the subjects, observers, ‘and sols of the data” (es Zs blinding). ‘2 The criteria that 
the rule establishes “have been developed over a period. of years and are vocognized by the. 
scientific community as the essentials of an adequate and well-controlled clinical 


Eyycstigation. seek: 


peers t 


veo Suifines provides ve an NDA based on only one, not two, — 


~ effectiveness trials for drugs in one of the following three categories: 


1) when effectiveness may be demonstrated. adequately with existing studies of another 
claim or dose (e.g., approval for pediatric use on the basis of studies in adults); 2) when a 


controlled trial of a specific new use is supported by evidence from adequately controlled 


trials from related uses, dosages, or endpoints; and 3) when a single multicenter trial 
provides statistically « convincing and clinically meaningful evidence of effectiveness, 
supported by confirmatory Satie as 


88 21 CER. § 314.126(a) (“Adequate and well-controlled studies. , 


89 91 CER. § 314.126(b)(2) (describing “placebo concurrent control, ” “dose-comparison concurrent control, py 
treatment concurrent control,” “active treatment concurrent control,” and “historical control”). 


“9 21 CER. § 314.126(b)(3). 

Ml 91 CER. § 314.126(b)(4). 

42 91 C.F.R. § 314.126(b)(5). 

43°21 CER. § 314.126(a). 

“4 Kulynych, infra Appendix A, at 146 (citing FDA, Guidance for Industry: Providing Clinical Evidence of 


Effectiveness for Human es and dice uot Products Oy ey at Pe 17 (Da elena eine 


ce 
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_Mifepristone did not fall within any of these categories. The first and second categories were 


inapposite because mifepristone had not been approved for any u use in any population in the 


. United States; additionally, no evidence from adequate and well- controlled trials had | ever been — 


presented to FDA regarding any ‘use for mifepristone Because neither the French Clinical: Trials 
nor the U.S. Clinical Trial was randomized, blinded, Dis or comparator-controlled, none of these 
trials could provide the type of data necessary for the third category either. Furthermore, these 
studies lacked “clear, prospectively determined clinical and statistical analytic criteria. >and . 

Even though FDA takes the position elsewhere that the extent to which a trial’s desi en 


controls for various types of bias “ isa critical determinant of) its quality and persuasiveness, Se 


neither the French Clinical, Trials. nor the U. S. Clinical Trial were rando ized, concurrently 


: controlled, or blinded. A control oe ‘allow{s for] discrimination of patient outcomes (for 


oe chanees in Son signs, or other morbidity) caused a the test freatment from 


. putsotes said bi other factors, such as the natural progression of the disease, ‘observer 0 or 


patient expectations, or other treatment.” Control groups also enable invesiaaior to 


45 Blinding is the normal method by which those who evaluate a medication’s effectiveness and side effects, are - 


kept unaware of whether they are evaluating the comparator drug (sometimes a placebo), or the new medication (or 


~ procedure) under study. If possible, the patient is also blinded and not allowed to ‘know which treatment she is 


receiving (“double-blinding”). According to standard scientific and medical practice and the standards to which 
FDA holds pharmaceutical sponsors, all clinical research studies investigating the effects of new drugs should be 
subjected to an assessment by a blinded evaluator. Conducting a concurrently- controlled, randomized trial” 


‘comparing surgical abortion with the mifepristone-misoprostol regimen is readily achievable. There are study 
_ designs that would have also allowed for blinding. Had blinding proved too difficult to perform, the requirement _ 


could have been waived based upon a satisfactory showing by the sponsor. 
46 EDA Effectiveness. Guidance, infra Appendix A, at 12. . 


~ 7 EDA, “Guidance for Industry: E10 Choice of Control Group and Related Issues i in Clinical Trials,” (Rockville, ~ 


Md.: May 2001) at 3 (§ 1.2.1) (FDA Guidance (ICH: E10): Choice of Control Group). FDA’s publication of “E10” 


.__ is available at: <http://www.fda. gov/cder/guidance/4155fnl. pdf>. 
M8 FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 3 (§ 1.2) (Introduction, “Purpose of 


Control Group”). 
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determine ° what would have happened to patients if they had not received the test treatment or if 


. they had ove a different treatment een to te Sfecive? me 


A trial that employs a concurrent control group drawn for ine same epilation vicide: 
the most robust data. Concurrent control groups are chosen from the ine population as the test 
group and are “treated in a defined way as part of dis same trial that studies the test treatment, 
and over the same period of time." When sonearany control groups are used, the treatment , 
and non-treatment groups are similar in all baseline and non-treatment variables that could 
influence the outcome or introduce bias into the study." 

By contrast, in a trial using external or historical controls “the éontrol g etoup consists of 
patients who are not part of the s same Pad study. as the group receiving the investigational 
agent; i.e., there is no concurrent randomized control group.” r152 > FDA cautions: 

“The external control may be defined (a specific group of patients) or non-defined (a 

comparator group based on general medical knowledge of outcome). Use of the latter 

comparator is particularly treacherous (such trials are usually considered uncontrolled) _ 


because general impressions are so often inaccurate. ee 


In such a trial, “[t]he control group is thus not derived from exactly the same population as the 


“treated population: 14 Tf, as is most common, the extemal control group is composed a “a well- 


documented population of patients observed a at 2 an earlier time, we trial is said to be 


'° FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 3 (§ 1.2). 
150 FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 3 (§ 1.2). 


'5) See FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 3 § 1.2). “Bias here . _ means 
the systematic tendency of any aspects of the design, conduct, analysis, and interpretation of the results of clinical 
trials to make the estimate of a treatment effect deviate from its true value.” Jd. 


82 EDA Guidance (ICH: E10): Choice of Control Group, infra Appendix a at 26 (§ 2.5.1). 
'8 FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 5 (§ 1.3.5). 


_.. °* FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 26 (§ 2.5.1). 
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_ “historically” controlled." Blinding and randomization are also not available to minimize bias 


~ when external or r historical controls are. used. can 


According to FDA, the “ability to contol bias is the major and elle recognized 


; | limitation of externally controlled trials and i is sufficient 1 in 7oany cases to make the design - 


nhburtable. eat legal commentator recently cautioned c courts about the scientific validity of 
experiments and trials that aves no concurrent control. me She Soi that “historically 


controlled subjects have not been suibje ected to exactly the same > conditions a as s the test subjects.” eee 


- Consequently, “one must be wary of ‘ non-concurrently ssaipolle3 studies (Z.e., historical, | 


external, or uncontrolled studies) because their conclusions can be ranipulsied more easily than 
if concurrent controls are used. —_ 7 | 
3. FDA’s Acceptance of the French and U.S. Clinical Trial Data Violated n 
Section 314. A26(6) 0 of the eee S pues. - aed om 
Section 314, 4.126(¢) of F FDA's mules s states ¢s unequivocally that‘ ar tnconrolled saidicn or = 
partially controlled studies are not acceptable as the sole basis for the approval of claims of 


effectiveness.”'"' The section authorizes the use of uncontrolled trials merely to present 


| supporting evidence for controlled trials; uncontrolled trials, if they are “carefully conducted and 


‘3 See FDA Guidance (I CH: E10): Choice of Control Gan inf Appendix A, at 26 (§ 2.5.1) (“but it could be a 


group at another institution observed contemporaneously, or even a group at the same > institution but outside the 
study.”). 


ve FDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 27 (§ 2. 5. 2). 


'57 EDA Guidance (ICH: E10): Choice of Control Group, infra Appendix A, at 26 (§ 2.5. 2). 


158 Erica Beecher-Monas, “The Heuristics of Intellectual Due Process: A Primer for Triers of Science, » New York 
University Law Review 75: 1563-1657, 1628. 


_ 1° Beecher-Monas, infra Appendix A, at 1628, n.357. 


16° Beecher-Monas, infra Appendix A, at 1628, n.357 (“ ‘you cé can prove anything with selective controls,” so one 
must be wary of historical controls,” Beecher-Monas quoting Jon Cohen, “Cancer Vaccines Get a Shot in the Arm,” 
262 Science 841, 843 (1993)). 


> 1.21 CFR. § 314.126(e)(emphasis added). 
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documented, may provide corroborative suppor of well- controlled studies regarding efficacy 


oe : 
22162 


FDA recognizes a limited role for external, historically ia ane studies. The agency | 
takes the position that “Dhlistorical (extemal) controls ¢ can be justified in some cases, but 
particular care is important to minimize the likelihood ote erroneous inference.” a * Similarly, 
Section 314.126 cautions that “blastic historical control populations usually cannot be as well 
assessed with respect to pertinent variables as can concurrent controlled populations, historical 


control designs are usually reserved for special circumstances.” FDA cites as an example, 


“studies of diseases with high and predictable mortality (for example, certain Tenancies) pe 


in which a decision might be made to offer all trial participants a potentially. effective drug. 


Externally controlled studies ie may suffice because “the effect of the drug is self-evident 


59166 


The French and U.S. Clinical Trials which did not employ either coer: or 2 iorieal 
control groups, were uncontrolled. During the Advisory Committee Hearings, FDA’s Dr. — 
Ridgley C. Bennett, who summarized the data from the French Clinical Trials, stated: 


There are very few studies comparing medical methods and vacuum aspiration for 
termination of early pregnancy. To date, no large randomized controlled trials have 
compared mifepristone plus misoprostol with suction curettage abortion. However, large 
published series have demonstrated morbidity rates associated with mifepristone plus 
prostaglandin to be similar to those of suction-curettage." Be 


162 21 CFR. § 314.126(e). 


‘8 DA Guidance (ICH: E8): General Considerations, infra Appendix A, 62 Fed. Reg. at 66117 (§ 3.2.2.2). 

According to FDA guidance, the “main advantage” of an externally controlled trial “is that all patients can receive a 
promising drug, making the study more attractive to patients and physicians. ” FDA Guidance (ICH: El 0): Choice of — 
Control Group, infra Appendix A, at 27 (§ 2.5. 6). 


'# 21 CER. § 314.126(b)(2)(v) (“Historical control.”). 

15 91 CFR. § 314.126(b)(2)(v). 

166 91 CFR. § 314.126(b)(2)(v). 

‘67 EDA Hearings Transcript, infra Appendix A, at 130. Jensen and his fellow researchers conducted. “fal 


prospective, noncurrent, single center cohort comparison. ‘ See Jensen Study, infra Appendix A, at te 3. The study 
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“Published series” and uncontrolled studies cannot serve as a substitute for the well-controlled 


clinical trials that FDA requires. A concurrent contro! group would have been feasible because 
the trial participants were prepared to receive surgical abortion in the event ofa failed 
mifepristone abortion. 

The unusual cireumstances that sometimes justify relying on externally controlled trials | 
are not applicable with respect to pregnancy termination, generally, or the termination using 


mifepristone and misoprostol, special Randomized, concurrently- controlled, blinded trials 


would have allowed investigators to compare not mae the relative rates of complete termination — 


and expulsion, but also the nature, intensity, and futciica of numerous side effects. In the 
absence of concurrent controls and blinding, the duration and intensity of cramping, nausea, 
bleeding, pain, and any emotional or pe ycholopical effects of the treatments would be subj ect to 
investigator and patient bias. The design of the U. S. ‘Clinical Trial precluded unbiased 
comparison groups that could have nclnee cea arrive “at a complete understanding of 

168 
FDA’s de facto waiver of Section 314.126(e) eae a gross departure from its past practice 


and announced standards for the conduct of adequate and well-controlled clinical trials, 


compared the data from Mifeprex eaten at one of the sites that naidibipaied in the USS. Clinical Trial with daar 
from patients who subsequently underwent surgical abortions at the same site. Although the methodological quality _ 


~ of this study is arguably superior to either the French or U.S. Clinical Trials, had it been offered as trial data it also __ 


would have been a weak substitute for, a randomized controlle 


blishing equivalent c or "Superior efficacy to 
surgical abortion. , 


~ 188 See Jensen Study, infra Appendix A, at 156. Dr. Caaaide. Henderson, a member of the FDA Advisory" 

’ Committee, wondered about this point aswell: “Since this regimen is not without any side effects and we know that 
“spontaneous abortion is not an infrequent: occurrence, is it appropriate to use historical controls in trying to evaluate 
“the efficacy of this regimen’and not a randomized placebo trial?” FDA Hearings Transcript, infra Appendix A, at 


131 (FDA’s Dr. Ridgely C. Bennett gave the following puzzling Tesponse: “Well, I think ; it would b be difficult to doa 
randomized trial of this nature. But I think it is fair to use a historical control for efficacy.”). — 


10° There is no evidence that FDA formally issued a waiver enter Section 314, 126(c) of the requirement. for. well- 
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4 Subpart H's Standard for -Provit ig Drug Effectiveness _ | . 


The approval of a drug ander Subpart H does not lower the applicable standards for 


" proving the drug’s effectiveness. As FDA stated Sen. it adopted Subpart H, “[alll drugs - 


approved [under Subpart H] will have had effectiveness demonstrated on the basis of adequate 
and well-controlled studies.”!” In fact, Subpart His available only for drugs “that have been 


studied for their safety and effectiveness in treating serious or life-threatening illnesses and that 


provide meaningful therapeutic benefit to patients over existing treatments (e.g., ability to treat 


patients unresponsive to, or intolerant of, available therapy, or improved patient response over 
available therapy).”'”' Neither the French nor the U.S. Clinical Trials yielded scientifically valid 
comparisons with the existing therapy, surgical abortion, to support a finding of a “meaningful — 


therapeutic benefit over existing treatments.” FDA should have required the concurrent testing 


of mifepristone with peat abortion to test ine proposition that ne) has a a meaningful 


i therapeutic benefit over the standard method for terminating pregnancies. EDA did not require a 


~ the drug sporey to perform. such tials. for Mifeprex, which departs from FDA’s normal 


treatment of Subpart H drugs generally 3 and for the other drugs approved under the restricted 
distribution provisions in Section 3 14. 520. 


Mifeprex appears to be the only drag that FDA has approved under Section 31 4.520 of _ 


- Subpart H without requiring compliance with the statutory and regulatory requirements that 


safety and efficacy be scientifically demonstrated through blinded, comparator-controlled, and 


randomized clinical trials capable of providing data for subj ection to rigorous statistical analysis. 


sie Subpart H Final Rulé, 57 Fed. Reg at 58953. 


1 94 C.E.R. § 314.500 (emphasis added). The class of “existing treatments” to which there must be a comparison, 
as specified in this rule section, is not limited to pharmaceuticals. For example, a potential chemotherapeutic agent 


: might be compared to radiation therapy. > 
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ie Aside from Mifeprex, only four drugs have e been approved pursuant to Section 3 14. $20, the 


-Testricted distribution: prong of Subpart B H. Each of these dings, Xeloda, ae Thalomid, te ® Actig,” wee 


3 was an appropriate candidate for approval under Section 314.520. Moreover, in 


_ each case, studies were performed that allowed for a meaningful statistical analysis of the 
effectiveness of this drug in comparison with the current available standard of care. FDA’ 


"decision to require randomized, comparator-controlled, blinded trial design for each drug, even 


in the face of urgent need for the treatments at issue, supports the claim that FDA’s treatment of 


the mifepristone NDA was aberrant. 


Xeloda™ (capecitabine) was approved for use in treating patients with widely metastatic 
(“Stage IV”) terminal breast cancer, for whom all other modalities of chemotherapy have failed 


or are contraindicated.’ The average bipspan 0 ofa patient with multi-drug resistant funiors 


| participating in the clinical trials for this drug ¥ was s only 8 8. 5 months 7 Hecause Xeloda’ was only . 


| mibdesly eieciive (25% ot the recipients improved fort an average of five penthey exhibited 


significant toxicity, and was a last resort treatment fe ia patients, FDA approved it ‘under 
Section 314.520 with use restrictions, nd commitments to futhe: study the drug. Subsequcait 
randomized, concurrent controlled, blinded evaluator trials demonstrated Xéloda’s statistical 


superiority to the standard of care for metastatic colon and breast cancers.'” 


12 NDA 20896. 


"3 NDA 20785. 

'* NDA 20747. 

NDA 21290. aa 

178 See “NDAs Approved under Subpart H,” infra Appendix A. The current version of the Subpart H approval chart 
(updated Aug. 8, 2002) indicates that Xeloda is a “surrogate endpoint” drug, rather than a restricted distribution 
drug. However, the two previous postings of the chart state the opposite. Furthermore, FDA’s approval letter states 
that the NDA “[was] approved under 21 CFR 314.520.” Letter, FDA/CDER to Cynthia Dinella, Group Director, 
Regulatory Affairs, Hoffman-La Roche Inc. (Apr. 30, oe 


_ "7 See Xeloda pacts insert. — 
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Thalidomide (Tralomia™9 was approved unde Section 314, 520 for the treatment tof 


epee a 1 disfiguring, chronically disabling, and often lethal skin infection, a "Thalidomide isa 
drug the severe toxicity of which, particularly to fetuses, 1 is ral dain Children ie 


~ to this drug in utero suffer dramatic birth defects, namely the partial absence of hands, feet, arms 


and legs. The public outcry following the discovery that thalidomide causes ‘ilies alarming 
malformations helped to spur the scientific modernization of FDA drug approval policy and 


practices in the 1960s. Clinical trials involving leprosy are 2 difficult and require long periods of 


_ time because the disease is very ; rare in the United States, Three randomized, double-blinded 


comparator-controlled clinical trials were > performed to support the Thalomid NDA. he | 
Oral fentanyl citrate (Actig?™) was approved vader Section 314. 520 as a powerful 


sedating narcotic painkiller, peanly for use to relieve the suffering of dying cancer patients. Se 


7 ace can be lethal, pay to children, because it i quickly abolishes a patient s drive to 


Breathe. Tiuiese the patient is steady accustomed t to narcotic analgesics. Moreover, Actig, 


powerful narcotic, has a high poteitial for abuse and diversion into the illegal drug market. 


Actiq was evaluated in a “double blinded, placebo controlled” study for the treatment of 


breakthrough cancer pain and was shown to “produce statistically significantly more pain relief 


compared with placebo.”"’ Actiq is restricted for use only by oncologists and pain specialists 


' who are familiar with the management of the side effects and complications of the drug’s use as 


approved. 


8 See “NDAs Approved under Subpart H, S infra Appendix AL 
' See Thalomid package insert. 
180 See “NDAs Approved under Subpart H,” > infra Appendix AL 


ag 18) Actiq package insert. 
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Tracleer™ (bosentan ible) was 5 approved pursuant to Section 314. 520 for v use in el 


Geanne as uimOGary hypertension, a life threatening and frequently p progressive cotiditign of 


_ excessively high blood pressure in the lung blood escele feulene fan erent scarring rad 


injury of the lung tissue.” Tracleer can. cause liver canaee and maj or birth defects. Two ~ 
randomized, double-blinded, placebo- controlled clinical Gals demonstrated ae superiority of ihe 
drug over a placebo. Tracleer was compared toa placebo because there i is no alternate sandand 
of care for pulmonary hypertension. Despite its potential toxicity, Tracleer was approved atibject 


to usage restrictions under Section 314.520 because it is the only treatment available for a life 


threatening and debilitating condition. 


5. FDA Failed to Require a Comprehensive Audit of French Clinical 


Trial Data after Discovering Violations of Good Clinical Practices © = 


In u une 1996, FDA inspected the trial records of a “French Cee area et ot ~ 


aborticn clinic” that participated i in 1 the French Clinical Trials. ‘EDA jenied a Fe orm 483 Gothiling 7 
| problems uncovered during the inspection: The problems identified by the investigator _ 
suggested carelessness, fraud, evidence tampering, and the systematic eee of serious . . _ 
| adverse events. The inspection ‘ revealed a failure to maintain complete gud socal records: - 


_ The violations that were discovered included: “labpstany reports that were missing” for 11 


patients, “missing ultrasound documents” for 20 patients, “pages missing from the case record — 
files and unreported aspirations,” inclusion of 4 ineligible patients, and “consent forms were 


dated after the start of study for some subjects, and the investigator had signed consent form © 


12 See “NDAs Approved under Subpart XH,” mre Appendix A. 


tk 188 See Tracleer package insert. 
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eda side effects” such as “a patient bleeding with two subsequent aspirations; convulsions 


_Teported as fainting; and aun whieh was actually a : surgical evacuation; bleeding, n nausea 


and contractions, or bleeding and pelvic pain. wes Aer elaborating on the deficiencies found, the 


_ FDA inspector concluded: “Notwithstanding these obj ectionable conditions, [redacted nz name eof 


"an FDA official] assured Dr. Aubeny that he would not recommend that te ade lee be AXeaiacienes 


included in the evaluation of the NDA application." 
FDA should not have. allowed. fainted. data, to pSHEpOr the pedis NDA. A See 


audit of all French Clinical Trial data is warranted to determine whettier another s set tof i ical 


trials must be performed to replace the tainted French trial data. a 


F. 


When FDA approved ao it also took action with respect to a second drug - - 
misoprostol. Taken alone, mifepristone is ineffective as an abaniacieat | 87 Tn order to. achieve _ 
an abortion tate greater than 90 percent, the administration of mifepristone i is ‘followed — 


approximately two days later by a Prostaglandin to complete the abortion. Ih the U; S. Clinical | 


ae Summary of Findings, Memorandum ‘Acéiinibsinying FDA Form 483. Issued to Dr. Elizabeth n Aubeny (une 28, 


1996): at 1 [FDA FOIA Release: MIF 004135-45]. 


‘85 Summary of Findings, Memorandum Accompanying FDA Form 483 Issued to Dr. platen Aubeny (June 28, 
1996): at 1. 


186 Summary of Findings, Memorandum Accompanying FDA Form 483 Issued to Dr. Elizabeth Aubeny Gus 28, 
1996): at 9. 


187 Although some studies using mifepristone alone have produced completion rates as high as 60 to 80 percent, it is 
widely recognized that, on its own, mifepristone i is not a viable substitute for surgical abortion. See, e.¢.; Mitchell 
D. Creinin, “Early Medical Abortion with Mifepristone or Methotrexate: Overview,” Early Medical Abortion with 
Mifepristone or Methotrexate: Overview and Protocol Recommendations (Washington, D.C.: National Abortion 
Federation, 2001) at 3 (reporting that “[flor gestations up to 49 days, complete abortion occurs in approximately 
60% to 80%” of women using mifepristone alone); Helena von Hertzen, M.D., “Research on Regimens for Early 


Medical Abortion,” Journal of the American Medical | Women’ s Associ ition, 55 ed a 2000): 133- 36. 
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; Trial, the prostaglandin used was misoprostol which was ierbued by G. D Searle & Co. 


“ (“Searle”) as ‘the anti- a: ae Cytotec™. 188 Ultimately, FDA Based its seal of Mifeprex — 


on the combined action of a mifepristone and misoprostol regimen. On the day | FDA SUS . 


mifepristone, it notified Searle that “{he drug mifepristone i is NOW. v approved i ina ee with 


99189 


Searle, which orn ed the use 2 of its drug in conjunction with Mifeprex as an 


. abortifacient, me did not file a Supplemental NDA for the 1 use of misoprostol as part of a an abortion 


regimen.’ Absent such an application, FDA lacked the basis for sanctioning a new indication 


for misoprostol. As Peter Barton Hutt, former FDA general counsel, observed, the agency’ s 


treatment of misoprostol “set[ ] an extraordinary precedent” because FDA was “seemingly 


@ After a series of corporate transactions, Searls i is now i pate of Pharmacia Corpsipics which i is i hoaaniantered i in 
Peapack, New Jersey. In 1985, G.D. Searle & Co. became the pharmaceutical unit of Monsanto. In April 2000, 
Monsanto merged with Pharmacia & Upjohn to create the Pharmacia Corporation. Pharmacia & Upjohn had been 
created in 1995 when Pharmacia AB and the Upjohn Company merged. On uly 15, 2002, Pfizer Inc. announced . 
that it would purchase Pharmacia. > 


8 Letter, Dr. Lilia Talarico, M.D., Director, FDA/CDER, Diveien of Gastrointestinal and Coagulation Drug 
Products, Office of Drug Evaluation Ill to Dr. ‘Mary Jo Pritza, G.D. Searle & Co. (Sept. 28, 2000): at 1 [FDA FOIA ~ 


_ Release: MIF 008847-48]. The Talarico Letter came in response to the August 8, 2000 application by Searle to 


obtain approval for changes that would have bolstered the Cytotec label’s discussion of adverse effects (presumably 
in anticipation of FDA's approval of the mifepristone NDA). FDA chided Searle for attempting to make the 


~ proposed changes and summarily rejected them. Jd. at 1. When it announced the Mifeprex approval, FDA referred 


to the “approved treatment regimen.” See FDA, Press Release, “FDA Approves Mifepristone for the Termination of 
Early Pregnancy” (Sept. 28, 2000). See also FDA webpage, infra Appendix A, “Mifepristone Questions’ and 
Answers 4/17/2002,” at Question 4 (referring to the “mifepristone treatment tegimen”). 


199 Tn fact, on August 23, 2000, Searle wrote an open letter to all health care practitioners stating that “Cytotec i is not 


' approved for the induction of labor or abortion, ” The letter listed a number of potential “[s]erious adverse events 


reported following off-label use of Cytotec in pregnant women inclu ing] maternal or fetal death.” Michael Cullen, 
M.D., Medical Director U.S., Searle, Open Letter to Health Care Providers (Aug. 23, 2000)[FDA FOIA Release: 
MIF 008022]. Officials of the American College of Obstetricians and Gynecologists, among others, decried 


~Searle’s lack of cooperation. See Ralph WwW. Hale, M.D., and Stanley Zinberg, M_LD., “The Use of Misoprostol in 
_ Pregnancy,” editorial, New England Journal of ‘Medicine 344 (Jan. 4, 2001): 59-60. FDA’s approval of the 


Mifeprex Regimen in the face of Searle’s s pposition. appears ‘to have usurped Searle’s rights to contol the 


«distribution of its drug. 


91 Because Searle’s patent on misoprostol did not expire until July 2000, no other party would have been able to 


Ale a Aimely lees NDA for. the use of a au form. of mmigoprostol as an abortifacient. 
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' treating, or preventing a disease, or to affect a structu 
- drug when used in another disease or to affect another. struct 
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agency is in an “embarassing and 


| uncomfortable position. v83 FDA did cey than encourage the unapproved us use of misoprostol _ = 


mandated the unapproved use. 


1. IMiseprostel’s Use as an Abortifacienti isa 
the Requisite Supplemental New Drug Application Was Not Filed 


A drug that differs in any : material way (including i in composition, effect, or intended 
use) from an approved drug is a new ase that must independently be established to be, safe and. 
effective.'** Furthermore, a arte atready bette Nasdito treat one Gee or part oe the body may | 
be a new drug when used to treat another disease or part of the body.’* Miproeols new use as 
29196 


an abortifacient, therefore, marks 1 it as a “new drug.’ 


New drugs must be shown to be safe and effective. Ssencly EDA requires that “alll 


indications shall be supported by substantial evidence of effectiveness. based on adequate and 


99197 


‘2 Rachel Zimmerman, “Clash Between Pharmacia and FDA May Hinder the Use of RU-486,” Wall Street Journal 


(Oct. 18, 2000): at B1. 


fare 


a Zimmerman at BL. 


“+194. See Thompson v. Western Metical Cae: Brief for the Petitioners (filed by the Solicitor General of the United : 
" States), No. 01-344 (Dec. 2001): at 4 (“See United States v. Generix Drug Corp., 460 U.S. 453, 460-461 (1983) 


(determination whether a product is a new" drug takes into account both active ‘and inactive ingredients); 21 c. FR. 


310.3(h) (discussing factors that make a drug a ‘new drug’ ). 


bes A drug may be deemed “new” because of “(The 1 newness of u use of such drug i in diagnosing, curing, mitigating, 
{ ody, « even ‘though such drug is not a new 
dy.” 21 C.F.R. § 310. 3(h)(4). 


196 The “newness” of misoprostol in this indication was heightened by the fact that, when Mifeprex was approved, 
misoprostol was explicitly contraindicated for pregnant women. The misoprostol label included the following — 


scblack-box warning: “CYTOTEC (MISOPROSTOL) ADMINISTRATION BY ANY ROUTE IS_ 


CONTRAINDICATED, BECAUSE IT CAN CAUSE ABORTION, IN WOMEN WHO ARE PREGNANT . 

In April 2002, the Cytotec label was changed to “remove ] the contraindication and precaution that Cytotec ‘Should 
not be used in women who are pregnant.” FDA, “Major Changes to Cytotec Labeling” (April 17, 2002). The label 
now restricts the contraindication to pregnant women who are using Cytotec as a non-steroidal anti-inflammatory 


_ drug (“NSAID”). The revised Cytotec label and, more specifically, the “Indications and Usage” section, however, 
- continue to lack any reference to the use of misoprostol in the Mifeprex Regimen. A gee 


2) 91 CF, R. § 201.57(c)(2). To the best of the Petitioners’ knowledge, FDA did not formally waive the 
. tequirement for misoprostol as part of an abortion h regimen. 
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sary y evidence i in support of: anew v indication. 198 “Absent 


a waiver, a Supplenienial NDA permits FDA to consider the evidence in n Support of the proposed ; 
. change and approve related labeling changes j in advance. 199 "Even though anew use for . 


| misoprostol is an integral part of the Mifeprex Regimen, FDA sanetioned this new ¥ misoprostol 


indication without having received and. considered. a Supplemental NDA. 

Among the changes for which FDA approval is necessary are changes to statements ina 
drug’s labeling indicating whether “(t]he drug, if used for a particular indication only it in | 
conjunction with a primary mode of therapy, €.g., diet, surgery, or some other drug, is an ae 
to the mode of therapy.” A well-known treatment oe illustrates how FDA has oe 
dealt with the labeling of two ariigs that t have been approved for combined use. The regimen 


pairs methotrexate and Leucovorn Rescue. “Methotrexate, a chemotherapeutic agent, kills cancer 


cells by depriving them of folic acid. which j is necessary for DNA Caer but, in the process, 


refers to its use “after high-dose imethowerite meeps in ous: * which i is an asco 


Petes ee ere 


88.4 recent article noted: “To obtain EDA approval for an additional use of a i piavibbsly approved ae the sponsor 


must submit a supplemental application (sNDA, sBLA, or sSPMA) demonstrating the safety and efficacy of the drug 


~ when used in the new way or for the new indication. The supplemental application typically requires clinical data : 


similar to those in the original application, but does not require the same extensive chemistry, manufacturing and 
controls, and preclinical pharmacology and toxicology data as in the original application.” Shane M. Ward, 
“Washington Legal Foundation and the Two-Click Rule: The Fir: Inequity of the Food and Drug ~ 


 Administration’s Regulation of Off- Label Drug Use Information on the Internet, "Food ar and Drug Law Journal 56 
" (2001): 41-56, at 44 (citations omitted). 


19 See 21 C.F.R. § 314.70(b). See also Richard A. Merrill, “The Architecture of Government Regulation of 


Medical Products,” Univ. of Virginia Law Review 82 (1996): 1753-1866, at 1775 (“FDA takes the position, which 


- no manufacturer has sought to challenge i in court, that any potentially significant modification of an approved new 


drug [application] likewise requires advance agency approval. Asa consequence, not only attempts to expand the 
indications for a drug but other changes in labeling, in inactive ingredients, in the method or location of 
manufacture, or in packaging must first be the. Subject of an monroved Supplemental New Drug Application. om 


— ede See 21 CE. R. § 201. SHO). 
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-Alliance.App. 195 : oe 


i 


Case: 23-10362 “Document: 95- 3 Page: 26 Date Filed: 04/11/2023 _ 
Case 2:22-cv-00223-Z Document 1-14 Filed 118/22 pee 46 of 96 PagelD 325 


gna wader yy ig abofnddeal a anki 


y, methotrexate’s labeling refers to an approved use of 


_indication for met 


Leucovorin Rescue.” 


By contrast, in the Mifeprex labeling, an unapproved indication for misoprostol is 


oe discussed. In approving such labeling, FDA has taken the aberrant position that the maker of one . 


drug en can secure approval of. a new indication for another company” s drug 
(misoprostol) merely by describing that n new use as part of a combined therapy. FDA 
circumvented its own regulations by Gling to require that both drugs in the Mifeprex Régiinen 


be approved for the indication in question _ pregnancy termination.” 


201 See Leucovorin Calcium for Injection Package Insert (“Indications and d Usage”) (Leneovorin calcu rescue is 
indicated after high-dose methotrexate therapy in osteosarcoma. Leucovorin calcium is also indicated to dimini: 


the toxicity and counteract the effects of impaired methotrexate elimination, and. of inadvertent overdosages offolic 


acid antagonists.”). The package insert is available at: 
<http://www.xanodyne. com/leucovorin_ calcium | pl_2002.pdf>. 


202 The methotrexate package insert states that “{m]ethotrexate i in high doses followed by leucovorin rescue in 
~ combination with other chemotherapeutic agents is effective in prolonging relapse-free survival in patients with non- 
metastatic osteosarcoma who have undergone surgical resection or amputation for the primary tumor.” The package 
insert is available at: <http://www. rxlist. com/cgi/ generic/mtx_ ids.htm>... 


203 A recent approval of a biologic product also illustrates the principle that FDA approved labeling iets only 
approved indications. On February 19, 2002, FDA approved Zevalin for use in combination with Rituxan 


(rituximab) to treat low-grade B-cell non-Hodgkins Lymphoma (NHL). Rituxan had been’ approved [previously and” 


was already indicated “for the treatment. of patients with relapsed or refractory, low-grade or follicular, CD20- 
positive, B-cell non-Hodgkin’s lymphoma.” See Rituxan Package Insert (“Indications and Usage”). Rituxan and 
' Zevalin are monoclonal antibodie an significantly shrink tumors by targeting white blood cells (B-cells) 
including malignant B cells. The “Inc ons and Usage” section of Zevalin’s label describes the drug as being 

_ “part of the ZEVALIN therapeutic regimen (see Dosage and Administration).” The “Dosage” section directs that 
Rituxan be administered and then. followed by Zevalin on Day One and then again seven to nine days later. After 
the Zevalin NDA was approved, detailed information about the administration « be lin Therapeutic — 
Regimen” was added to the Rituxan label. On February 19, 2002, FDA’s Center for Biologics Evaluation and. 
Research approved a ‘supplement to the Rituximab ‘biologics license application “to revise the dosage and 
administration section of the package insert to include information regarding the use of Rituximab as a component 
of the Zevalin therapeutic regimen... .” Letter, Dr. Karen D. Weiss, M.D., Director, Division of Clinical Trial 

.. Design and Analysis, Office of Therapeutics Research and Review, Center for Biologics Evaluation and Research, 
...to Alice Wei, IDEC Pharmaceuticals (Feb. 19, 7a) (see a iioww. fda. ee pan): 


45 
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fisoprostol for an Unapproved 
g men 


2. _ FDA Sancti 
~ Use as Pap 


Mi p 


The use of misoprostol as an abortifacient is is an unapproved or © “off label” t use. aes ‘EDA 


objects to the promotion of off- label uses s of drugs by manufacturers 205 “Off-label” uses sor drugs . 


are common as physicians explore new ways of using approved drugs, but normally FDA sirives 


to ensure that physi and patients are not misled into believing that FDA has approved such 7 


~ uses. In an effort to Sire the promotion SE off. label uses. by pharmaceutical manufacturers, FDA 


issued regulatory guidance in 1996 pertaining to the djeseemnation of off- label use information.* 
In this case, however, FDA not only sanctioned, but participated in, the promotion of an off-label 


use of misoprostol. FDA oversaw. the creation ot the promotional cinterale for Mifeprex,2” 


which discussed the off-label use “of misoprostol a EDA itself disseminated information, about. er 


2 om See generally James M. Beck and_ Blizabeth D. Azari, “EDA, off. Label Use, “and Nintoened Consent ‘é Debanking: eis 
i. Myths and Misconceptions,” Food & Drug Law Journal 53 C1978): 71- 104, at 1 n. 2, which explains “off: label”. 
use as follows: _ 


“Off-label” has more accurately been termed “extra label” use. It means only that a product i is used for a. 
condition or in a way not appearing on its FDA- regulated labeling, not that the agency has judged the use 
adversely. See, e.g., Washington Legal Found. y. Kessler, 880 F-Supp. 26, 28 n.1 (D.D.C. 1995)... Off- 
label can mean many things. “[U]sing « an approved drug to treat a disease that is not indicated on its label, 
but is closely related to an indicated disease, treating unrelated, unindicated diseases, and treating the 
indicated disease but varying from the indicated dosage, regimen, or patient population may all be 
considered off-label use.” William L. Christopher, Off-Label Drug Prescription: Filling the Regulatory 
Vacuum, 48 FOOD & DRUG L, Ji 247, 248 (1993) (footnotes omitted). 


205 See, e.g., Subpart H Final Rule, 57 Fed. Reg. at 58,953 (“Under the act, a drug approved for marketing may be 


labeled, promoted, and advertised by the manufacturer only for those uses for which the oe s ae and 


effectiveness have been established a E pproved. ”). 


206. See FDA, “Advertising and Promotion; Guidances,” Notice, 61 Fed. Reg. 52, 800 (Oct. 8, 1996) Gant two. 


guidance documents: “Guidance to Industry on Dissemination of Reprints of Certain Published, Original Data” and 
“Guidance for Industry Funded Dissemination of Reference Texts”). 


207 EDA reminded the Population ‘Council in the Mifeprex Approval Letter that, pursuant to 21 C.F.R. § 314.550, 
the drug sponsor is obligated to submit Mifeprex promotional material for review by the agency prior to 


_ dissemination to physicians and the public. See Mifeprex Approval Letter at 3. 


ae A Danco Laboratories webpage, for example, contains the following cussion and answer: 
Q: How Does Mifeprex Work? - oe 


A: Mifeprex blocks progesterone, a hormone necessary for a pregnancy to continue, You take. Mifeprex 
followed by a prostaglandin, misoprostol, which causes uterine contractions that help to end pregnancy. 

In more detail, Mifeprex blocks progesterone, a naturally produced hormone that prepares the lining of 
«the uterus for a fertilized egg and helps. maintain: pregnancy. Without progesterone, the Iining of the uterus 
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the off-label use of misoprostol in documents such as the press release announcing the approval _ 


~~ emphasized the importance of adhering to the approved regimen, including the off-label use of 


misoprostol.””° 
3. Mifeprex Is Misbranded: Kits. Labeling Promotes an Unapproved Use of 
Another Drug - 
The labeling for Mifeprex i is misleading because it directs s physicians to use misoprostol for a 
purpose that FDA never approved." au -FDA’s ability, to regulate the marketing and distribution of 


drugs rests largely on its legal capacity to strictly control the content of a drug’ s labeling. AD 


- fundamental tenet of drug regulation is that FDA requires approval for every indication listed in the 


labeling of a drug.””..FDA would undercut. its own authority if it did not also apply this rule to uses 


“The Mikorer labeling creates false expectations about t misoprostol Physicians and 


patients are justified in believing that any use or indication for: a drug, included i in ‘the “Indication 


softens, breaks down and bleeding begins. Mifeprex i is followed by a prostaglandin that causes the 1 uterus, _ 
to contract, which helps to complete the process. .. . The prostaglandin used following Mifeprexis 
misoprostol, a drug already available in the United States. 


“Using Mifeprex: Frequently Asked User Questions,” Danco. Laboratories website at | 
<http://www.earlyoptionpill. com/may_faqs. php3>. The electronic version of the Mifeprex Label contains a 
hyperlink to the Danco Laboratories website, <www. earlyoptionpill. com>, which contains ‘the above- referenced 
webpage. (When printed, the hyperlink appears. to be ordinary text. ) 


209 See, FDA, Press Release, “FDA Approves Mifepristone for the Termination of Early Pregnancy” (Sept. 28, 


2000) (“Under the approved treatment regimen, a woman first t takes 600 milligrams | of mifepristone (three 200 
milligram pills) by mouth. Two days later, she takes 400 micrograms ‘(two 200-1 -microgram pills) of ‘misoprostol, a 
prostaglandin. ny, i‘ 


219 See FDA webpage, infra Appendix A, “Mifepristone Questions and Answers 4/ 17/2002, a at Question 6. Inthis 


same document, however, FDA cautions health care sa palaoel against ‘ ‘using “misoprostol | ‘off- label,’ in other words, 
using misoprostol vaginally at different doses , > Id. at Question 9. 


21! Misoprostol receives more than a passing mention on the Mifeprex Label; the word ‘ ‘misoprostol” appears 34 . : . 
times (compared to 57 appearances of ; mifepristone” and 34 Appearances, of “Mifeprex”). a 
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_ and see section of an FDA-approved label, has been subjected to the eu es . | et 


process set forth i in Sector 5 05 of the FD&C Act. Section 201. ote) ol the Kon s re states - 


_ that misbranding may arise ae a false « or misleading representation with respect | to another 


drug.’ “When a physician, manufactures or r other third party steps in to promote an 


ananproved use of a drug by advertising c or distribution to other physicians the dug, may y become cee 
- unlawful under Section 301(k) the FD&C Act, 21 U. S.C. § 331(k)(1994), which prohibits a 


| misbranding, and Section S02(0(0 21 Ul: S. C. § 352((1)(1994), which requires a drug’ S _ 


labeling to bear ‘adequate directions for use.” Mifeprex i is, therefore, misbranded. va’ 


Mifeprex is also misbranded because it is unsafe when used as directed in the approved 


— labeling. Section 502(j) of the FD& C Act states that Tal drug or device shall be deemed to be 


misbranded .. . [i]fit is dangerous to health when used i in the dosage or manner, or with the 


frequency or p duraoe prescribed, recommended, or suggested in the labeling thereof wats As 


7 discussed i in nthe next section, DAs approved r regimen i is s unsafe because it Tacks important 


' safeguards. 


. 712 See Elizabeth A. Weeks, “Is It Worth the Trouble? The New w Policy on Dissemination of iatormnation on Off. 


Label Drug Use under the Food and Drug Modernization Act of 1997,” » Food and Drug Law Journal 54 (1999): 
645-65, at 647 n.13 (citing Merrill, (infra Appendix A), at 1853). , 


213 See 21 C.E.R. § 201.6(a). 


214 Merrill, infra Appendix A, at n.318 (emphasis added). See also 21 C.F.R. § 314.530(a)(5) Ganges the 
Secretary to withdraw approval of a Subpart H dmg if “[t}he promotional tnaterials are false or misleading”). 


15 21 U.S.C. § 352(j). See also Jeffrey N. Gibbs and Judith E. Beach, “Chapter 7: ‘Adulteration and Misbranding of 


» Drugs” in Fundamentals of Law and Regulation: An In-Depth Look at Ti herapeutic Products (David G. Adams, 
Richard M. Cooper, and Jonathan S. Kahan, eds.), vol. If (Washington, D.C.: Food and Drug Law Institute, 1997): at 


229 (“When the drug is dangerous to the health of the user even when used. as recommended on the label, itis 
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ag. “WOMEN’S LIVES ARE BEING 
SAFEGUARDS IN FDA’S APP 


On February 18, 2000, FDA informed the Population Council that “adequate information 


ha[d] not been presented to demonstrate that [mifepristone], when marketed in accordance with 


the terms of distribution proposed [by the Population Council], is safe and effective for use as _ 
recommended.””© Over the a several months, the Population Caine and Danco refused to ; 
supplement its distribution plan with a meaningful patient safety component. This prompted 
FDA, on June 1, 2000, to privately convey to the sponsor a set of proposed restrictions intended 
to rectify the sponsor’s omission. “The agency’s proposed restrictions were soon leaked to the | 
public. Amidst a vigorous polices and editorial backlash, the sponsor not only rej ected FDA's 


proposal but, in what was described by FDA as a “very significant change,” "repudiated 


| restrictions the sponsor itself had | proposed i in 1996. 217 FDA succumbed and. soon n approved a a 


| regimen n that did not embody restrictions sufficient t to address the agency” s legitimate safety 


_ concems. _ 


Early in the approval process, FDA expressed its intention to place restrictions on the use 


of mifepristone.* FDA’s position was informed, in part, by the international experience with 


_ 716 2000 Mifepristone Approvable Letter, infra henenace A, at 5 (ecules is added). 


217 See FDA Email (June 23, 2000): at 1 (explaining that the Population Council’s attorney ‘ ‘affirmed that the 1996 


' proposals for distribution system as presented by the Pop Council then and agreed to by the [FDA Advisory _ 
~ Committee] and FDA are NOT what the Pop Council wants today. I explained that this change i is very ‘significant — 
- and that they need to provide their justification/rationale. ”)[FDA FOIA Release: MIF 002523]. 


218 Tn order to allay concerns of the drug’s European owner, FDA pledged, in the course of securing the US. patent 
rights for the Population Council, to “take appropriate measures . . . to assist through the NDA-approval process in 
the creation of a regime for the distribution and use that will protect against misuse of the drug.” Letter, David A. 
Kessler, Commissioner of Food and Drugs, to the President & CEO of Roussel Uclaf [name redacted] and to 


_. . Margaret Catley-Carlson, President of Population Council (May 16, , 1994): at 1 [FDA FOIA Release: MIE 004992. 
ed pale 7 


49 
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PaepHstone: 7 9 The NDA submitted by the Population Couneil on n March 14, 1996 included a a 


4 
Gee 


plan that sould have limited distribution of mifepristone to“ “ticensed od physicians (with p prior 


training in assessing the oe of pregnancy, in diagnosing ectopic pregnancy, and [redacted], 


520220. 


ery 


5 The FDA Advisory Committee, when it. met in J uly 1996, was not datistiod ith the 
restrictions proposed by the Population Csineil’ and expressed “ serious reservations on how [the 
_ proposed drug distribution system] i is currently described i in terms of assuring safe and adequate 
credentialing of providers.”””' The Committee recommended additional restrictions designed to 
ensure “that this drug not be expaniied to hands of physicians who are not already skilled i in 
10 managing pregnancies, terminations, and complications of both.” Accordingly, FDA’s 1996 
- Approvable Letter required the submission of “a corprehenice ieesrintion of the proposed | 


= distribution ee a 


In ees submissions, however, the Population C Council gic aa the drag was 
safe and proffered restrictions designed primarily to control the manufacturing and retailing of 
_ 15 the drug product. On August 18, 1999, the Population Council proposed to:™ (i) limit the 


~ number and type of distributors; (ii) limit distribution to distributor-registered physicians who 


719 Tn Europe, for example, mifepristone is used under more highly controlled conditions than were ultimately 

- required in the United States. See. Amendment to NDA 20-687, International Product Labeling with English 
Translations (submitted, March 21, 2000) (presenting English translation of mifepristone product label, approved _ 
July 6, 1999, used in Austria, Belgium, Denmark, France, Germany, Greece, the Netherlands and Spam lEDs FOIA 
Release: MIF 000493-506]. 


220 Memorandum, FDA/CDER to NDA 20- 687 File (Sept. 16, 1996): at 2 [FDA FOIA Release MIF 000560-62]. 


221 EDA Advisory Committee, Minutes of July 19, 1996 Meeting (approved July 23, 1996): at 7 [FDA FOIA 
Release: MIF 000539-45]. 


222. FDA Memorandum, “Highlights of the July] 19, 1996 Reproductive Health Products Advisory Committee (AC) 
Meeting on Mifepristone: Outstanding Issues for FDA to Address” (undated): at 3-4 [FDA FOIA Release: 
MIF 000534-38]. 


723 1996 Mifepristone Approvable Letter , infra Appendix A, at 1. 
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225 * and, Gi) make available “training materials and information” 


“ and medical pore tanen to health care providers and Boda information to nuts 25 On 
_ January 21, 2000, Danco paid that “[rlegardless of the distribution system for mifepristone, the 
~ medical safety of oe drug is well documented. "227 and proposed a distribution system that was | 


| designed only to ensure that Danco would ‘ ‘exert] al positive, control « over distribution of. 


Mifeprex® through all phases of manufacturing, storage, shipment and administration from 
oo : 
In reaction to the sponsor’ 8 recletrance, FDA t eek the position “that ha etictions as pe 
CFR 314.520 on the distribution ad use of mifepristone a are e needed to assure safe. use of this a 
product. 77229 ‘The agency nevertheless continued to to encourage the sponsor to take an active ae in 


devising appropriate sestrictons on ‘he use of Tieton Instead, in March 2000, th the 


Population Council again protested that such restrictions were unwarranted. It submitted a _ 


sae 


_ ™4 See Medical Officer’s Review, infra Appendix A, at 21-23 (setting forth the Population Council’s complete 


résponse submitted to FDA on August 18, 1999). 


*5 The physician would be required to provide a self- attestation covering the physician’ s ability to accurately date 
pregnancies and determine the patient’ s blood Rh factor and the physician’ s access to emergency medical facilities. 
Registering physicians would also agree ‘to obtain from each patient an acknowledgement that she has received full 
information and is willing to comply with the treatment regimen, to maintain certain records (including ultrasound 
and blood test records) for each patient, to report adverse events and information about ongoing pregnancies, and to 


_ “fulse every effort to ensure patients return for their follow up visit 14- 20 ‘days after taking the product.” See — 


Medical Officer’s Review, infra Appendix A, at 22-23, 


26 See Medical Officer’s Review, infra Appendix A, at 23. 


227 Amendment 039 to the NDA, Cover Letter, Danco to FDA (Jan. 21, 2000): at 1 [FDA FOIA Release: MIF 
000525-26]. Danco attempted to attribute any deleterious effects of mifepristone abortions to misoprostol: “More 
serious adverse events are quite rare and are related to the entire treatment (not mifepristone per se), almost always 
following the use of the prostaglandin.” Id. at 2. 


228 See Amendment 039 to the NDA, Mifeprex Distribution Plan Executive Summary (Jan. 21, 20): at 3 [FDA 


FOIA Release: MIF 000530-31]. 


~ 29 See 2000 Mifepristone Approvable Letter, infra Appendix A at 5. See supra ‘Section IIL.C.2 and ILD. for a. 


discussion of Subpart H, Section 314.520, which i is reserved for drugs that ¢ are so ‘inherently dangerous that their 


- distribution and use must be restricted. 


73° In the course of objecting to the approval o of the drug under subpart | H, which is “Tikely to falsely ‘mark’ 


mifepristone as a highly toxic ‘and misky drug,” the Population Co u n cil insisted that “the FDA knows, [Mifeprex] i is 


St: 
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distribution plan that it characterized as detailed an cd comprehensive” ‘and “surely equal to its: 


: purpose.” 31 Once again, the plan consisted of restrictions intended only to control ae . 
manufacturing and retailing of the drug product.” Again: FDA obj ected that “[t]he proposed 
' distribution system as submitted primarily addresses security for ie manufacturer and — 7 
5 — distributor; it must also include safeguards for the patient 233 The agency y requested “that | 
spouse present a proposal regarding provider qualification that addresses safety concerns of 
patients receiving the drug product.” va | | 
On June 1, 2000, FDA proposed the followin set of “Qualifications for Physician 
| Recipients:” (1) the physician must demonstrate that she is licensed to practice medicine; Q) the 


10 physician must be “trained and authorized by law” to perform surgical abortions; (3) the 


physician must have “been trained to and halve] the ability to assess the age of a pregnancy 28 en : 


| accurately by ultrasound examination, to monitor abortion as ultrasound examination, and to 


diagnose: an ectopic pregnancy y by ultrasound ¢ examination; @) the \e physician nist have. co 


“satisfactorily completed Gaining certified by the aiaibaisr in the foasGne ueaienc 
15 _ procedure, including mechanism of action, appropriate use, proper administration, follow-up, 


efficacy, adverse events, adverse event reporting, complications, and surgical indications;” and 


exceptionally safe and effective.” Responses by, Population ¢ Council to “FDA Letter, Niédacted] to Arnold, Sandra 
(February 18, 2000)” (Mar. 2000): at 1 [FDA] FOIA Release: ME. 000523- ae March 2000 peenouee 


31 March 2000 Response, infra Appendix A, at 2. 


82 Specifically, the plan provided for “secure manufacturing and shipping procedures, controlled returns, facing of 
distribution of individual packages to the patient level, use of a limited number of distributors [redacted], account 
registration and other detailed ordering requirements for practitioners, ‘direct distribution only to practitioners (not 
through retail pharmacies), and the use of signed patient agreements.” March 2000 Response, infra Appendix A, at 2. 


333 Teleconference Meeting Minutes (between FDA staff and representatives of Population Council and Danco) 
_. (May 19, 2000): at 1 [FDA FOIA Release: ‘MIF 00781 1-13]... 


4 Teleconference Meeting Minutes (between. FDA staff and. representatives of Population Council and Danco) 
~~ (May 19, 2000): at 1. FDA wanted the. Sponsor to provide a set of. auditable provider qualifications, a plan for 
auditing providers to ensure that they were meeting ‘these criteria, an arrangement for discontinuing distribution _ 
met unqualified providers. See id. 3 at 2 — , 
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Co) the physician must have‘ “continuing acc ; $8 (ec. 2, admitting privileges) tc to a medical facility . 


~ 10 


* (re: telephone conversation with Population. Council attorne ; 
.. looking to Pop Council to be a responsible entity in manufacturing, distributing, and shepherding this drug and that 
- ost responsible entities make proposals rather than expect FDA to write labels and distribution systems and obtain 


eaipeed for instrumental pregnancy a Ue resuscitanon Pre eauirs: and blood ‘transfusion : | 


at the facility or [one hour’s] drive from the treatment facility.” 73s FDA’s proposals were _ 


_intended to address concerns about the safety ofthe women undergoing mifepristone. 


misoprostol abortions that the Population Council and Danco had refused to take into account in 
crafting restrictions for the drug. 236) 


The Population Council and Danco objected strenuously to the proposed restrictions and | 


aired their complaints i in public. mt EDA A reprimanded the Population Couneil tr leaking the -_ 


restrictions to the public and misrepresenting the nature of the restrictions. ee : The Executive Vice 


President of the American College of Obstetricians and Gynecologists submitted an analysis of 


the leaked restrictions to FDA.” The editorial and political reaction,” together with the — 


eh 


235 See FDA, “FDA Proposed Restricted Distribution System for NDA 20-687 on 6/1/00” (June 1, 2000){FDA . 
# FOIA Release: MIF 000522]. See also American College of Obstetricians and Gynecologists, “Analysis of the _ 
«Possible FDA Mifepristone Restrictions” (july 27, 2000): at 1 (setting forth FDA’s second proposed restriction, 


which is redacted in the publicly available copy of FDA’s s proposal; also providing the redacted portion of the fifth 


restriction) [FDA FOIA Release: MIF 001366-69]. 


36 Tt should be noted, that even these restrictions would not have been sufficient to make mifepristone-misoprostol 


“abortions safe. Among the key safeguards missing from FDA’s proposal were requirements that every prospective 


patient undergo an ultrasound and that prescribing physicians be required to have admitting privileges at facilities 
able to provide emergency care. 


*37 Paul Blumenthal, M.D., Jane Johnson, and Felicia Stewart, MLD., “The Approval of Mifepristone (RU486) i in the 


United States: What’s Wrong with this Picture?” Medscape Women’ 's Health 5 (2000) (reproduced in an internal 

_ FDA email)[FDA FOIA Release: MIF 00002597-99] (“At a meeting of early abortion providers and abortion 

~ advocates, the Population Council and Danco revealed that the U.S. Food and Drug Administration (FDA) had made 
__aseries of proposals regarding the labeling and distribution of mifepristone that would severely limit women’ 'S 


access to the drug if and when it is approved. *), 


238 See Teleconference Meeting Minutes (between FDA staff and representatives of the Population Council and 
Danco) (June 7, 2000): at 1 (“Meeting Objective: . . to discuss the misrepresentations by the Press regarding the: 
proposed distribution system, and to agree on the need fo ntial dis D 

deficiencies of the application. ”)[FDA FOIA Release: 


comments through the media.”)[FDA FOIA. Release: MIF 002523]. a 
se See Letter, Ralph Hale, M.D. (Executive Vice President, ACOG) to Jane Henney, M. D. (July 24, 2000) and 


~ enclosure: ACOG, “Analysis of the Possible FDA Mifepristone Restrictions” (July 27, 2000)[FDA FOIA Release: 
~ MIF 001366-69]. ACOG and the American Medical Association (“AMA”) also attempted to secure a meeting with 
ee ee eee BeiiERe iNet. ee aagiataRheee ly a ea te eis ee areca Bigs ‘gece “HER EMR a de Ss SY de vg Ea SERS DEN Oe OE cane Sh 
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ms Tnpendins Ne deadline of 5 September 30, 2000, 241 " however, had the desired effect of 


underainiaig FDA’s pecs: 

Ata mesting on Tly 19, 2000, FDA yielded to es —— and Daneo ona 
number of important issues.” FDA abandoned its proposal for auditable physician 
qualifications and agreed instead to permit physicians to attest to their own qualifieatons °° 
_ Instead of requiring formal training, FDA merely ‘ "requestfed] that the physician also attest to 


| having read and understood the training materials ad labeling.” EDA also agreed not to. 


Dr. Jane Henney, FDA Commissioner, and her staff, in order to further discuss their < opinion of the restrictions. See 
Letter, Ralph Hale, M.D. (Executive Vice President, ACOG) and E. Ratcliffe Anderson, Jr., M.D. (Executive Vice 
President, AMA) to Jane Henney, M.D. (July 24, 2000): at 1 (“The undersigned organizations . . are very 
concerned about restrictions . . . [FDA] has proposed for . . . mifepristone. ... We would like the opportunity to _ 
meet with you and your staff to discuss this important issue. It’s imperative that the FDA fully understands the 
effect that these proposals would have on the quality of health care. It’s equally imperative that the FDA’s work be 
based sey on evidence from the drug” 8 clinical trials, and be entirely from pol it uence. mellints FOIA ee 
1 : = 


' Anderson (Aug. 11, 2000): at 1- 2 [FDA FOIA Release: MIF 001361]. “The questionable scientific basis for this” 
challenge to FDA’s proposed restrictions was recently brought to the attention of ACOG by one of the Petitioners. 
Letter, Donna Harrison, M.D. (Chairperson, AAPLOG Committee on Mifeprex Use) to Ralph Hale, M.D. ~ 
(Executive Vice President, ACOG) (May 23, 2002) (available at <http://www. aaplog. org/acogmifeprexletter. htm>). 


240 See, e.g, Letter, U.S. Senator Barbara Boxer to Dr. Jane Henney (June 9, 2000): at 1 (“According to news 
"reports, the FDA is considering placing draconian restrictions on the accessibility of RU-486 as a condition of its 
approval.... In 1996, the FDA found RU-486 to be safe and effective. Therefore, it is a mystery to me why the 
FDA would even consider restricting access to it.”)[FDA FOIA Release: MIF 006376]; Letter, Mark Green, Public — 
Advocate for the City of New York, to Dr. Jane Henney (Sep. 22, 2000): at 1 (“Earlier this week Planned 
Parenthood of New York City, NARAL-New York, the Access Project and Physicians for Reproductive Health and 
Choice joined me in convening a public hearing i in New York City on pending action by [FDA] on mifepristone . . . : 
[I am] also concerned about the restrictions on access to RU-486 that FDA is said to be considering.”)[FDA FOIA 
Release: MIF 001288-1302]; Sheryl Gay Stolberg, “F.D.A. Adds Hurdles in Approval of Abortion Pill, * New York 
Times (June 8, 2000): at A21 (“The long-running effort to bring the French abortion pill to women in this country 
has encountered yet another obstacle: a suggestion by [FDA] that it: may place tight restrictions on how the drug, 
RU-486, is distributed and who can prescribe it.”); Letter, U.S. Representative Lynn Woolsey to Dr. Jane Henney 
(June 22, 2000): at 1 (“However, Tam deeply « concerned about recent Wael reports. about proposed restrictions.’ am 
[FDA FOIA Release: MIF 006372]. 


74l Ag noted above, because FDA had accorded priority review to mifepristone, the approval process was slated for _ 
completion by September 30, 2000.” oe 


242 See Meeting Minutes, re: Approvability Issues Related to Labeling and Distribution Plan for Mifepristone Guly i 
19, 2000): at 2-4 [FDA FOIA Release: MIF 004661- 65]. 


28 See id. at 2. 
7A Id. at 2. 
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care provider. 

Among the unresolved i issues at ‘the conclusion of the July 19, 2000 meeting was the 

question of whether pacing physicians should be limited to those who were able to perform . 

surgical abortions, a provider qualification FDA believed was necessary: 
FDA requests that the ability to perform vi vacuum aspirations and/or D&Cs be added to- 
provider qualifications. Providers also need to have access to emergency services. The 
need for surgical intervention is predictable unlike with other drugs. All OB/GYNs and 
other practitioners of women’s health have these skills. The countries with experience 
with mifepristone have tight provision of complete services and have a long record of 
good outcomes.” 

The Population Council later rejected EDA’s request, 48 and a the agency pace | 


Despite its persistent concerns, FDA approved | a regimen that peed. the: very risks to 


women’s health that the agency had previously identified. When it approved Mifeprex, FDA 


- stated that “Tujnder 21 CFR 314.520, distribution of the drug i is restricted as follows:” 


Mifeprex™ must be provided by or under the supervision of a physician who meets the 
following qualifications: . 
e Ability to assess the duration of pregnancy accurately. 
e Ability to diagnose ectopic pregnancies. 
e Ability to provide surgical intervention in cases of incomplete abortion or severe 
bleeding, or have made plans to provide such care through other qualified 


physicians, and are able to assure patient access to medical facilities equipped to - 


provide blood transfusions and: resuscitation, if necessary. 
e Has read and understood the prescribing information of Mifeprex™, 


one, See id. at 3. 


746 1g at 3. 


247 id. at 3, 


48 See Amendment 054 to the NDA, re: Further a Reese: Regarding Labeling and Distribution: Follaw: up to July 
19, 2000 Meeting (July 27, 2000): at 6 (arguing that bolstering the provider qualifications in this way would be “not 
only unnecessary, but also in fact potentially counterproductive for patients”)[FDA FOIA Release: MIF 0001373- 
81]. 


ia See Teleconference Meeting Minutes, re: status of pending review issues pertaining to this drug product (Aug. 
oe LL, 2) at - [es FOIA Release: MIF 004587- cue 


-Allfance App, 206.0 2.0205 <9 Babe 


10 


15 


20 


fe ae 


Case: 23-10362 sDoeuiment 95. 3. “page: 37° “Date Filed: 04/11/2023 


Case 2:22-cv-00223-Z Document 1-14 Filed 11/18/22 Page. 57 of 96 . PagelD 336 


° Must provide each patient with a Medication Guide and must fully explain fhe? 
«procedure to each patient, provide her with a copy of the Medication Guide and 
“Patient Agreement, give her an opportunity to read and discuss both the : 
Medication Guide and the Patient Agreement, ‘obtain her signature on the Patient. 
Agreement, and must sign it as well. 
e Must notify the sponsor or its designate i in writing as discussed i in the Package 
~~ Insert under the heading DOSAGE AND ADMINISTRATION in the event of an - 


ongoing pregnancy, which is not terminated abeement to the conclusion ofthe = 


treatment procedure. 

e Must report any hospitalization, transfusion or other serious events to the sponsor 
or its designate. 

e Must record the Miteprex'™ pee serial’ number i in each Dae 's records. ae 


In addition, the restrictions include a requirement that distribution be carried out in ‘accordance 


with the plan submitted to FDA by the Population Council in a March 30, 2000 submission. 7 
Even as it assented toa regimen that lacked critical safeguards, FDA took a number of: steps that 
indicated its lingering concerns about the safety of the drug. First, FDA A ultimately decided to 


rely on an infrequently ‘ised Provision. in Subpart Hi in cone of ensuring that ieee would 


be used safely and, if necessary, ‘conte be withdrawn from market rapidly.?” Second, the staff 


_ insisted that the mifepristone label “include a black boxed warning describing the maj or 


requirements and conditions for use.” “FDA generally reserves boxed warnings for serious or 


250 Mifeprex Approval Letter at 2. 


>! See Mifeprex Approval Letter at 2.: 


2 See 21 CFR. 530 (“Withdrawal Procedures”). See also FDA, ‘Metnorandum, re: NDA 20-687 (Feb. 17, 2000): 
' at 3 [FDA FOIA Release: MIF 000583-85]. ‘As late as July 19, 2000, the question of whether to use Subpart H was 


deemed to be an “Outstanding Issue.” See ‘Meeting Minutes, Te: : Approvability Issues (uly 19, 2000): at 4 [FDA 
FOIA Release: MIF 004661-65]. i: 


253 EDA, Memorandum, re NDA 20-687 (Feb. V7, 2000): at 2. The Population Codneil Shich opposed fhe 


"inclusion of such a warning, ultimately persuaded FDA to agreed to a pared-down Black ‘Box Warning, which would ~ 


merely direct the prescribing physician (i) to plan in advance for emergency care, and (ii) to make available to the 
patient and provide her with the opportunity to discuss the patient information and patient agreement. See 
Amendment 054 to the NDA, re: Further Response Regarding Labeling and Distribution: Follow up to July’ 19, 2000, 


; Meche fuer 27, 2000): at 1- 2 a FOIA Release MIF 0001373- al 
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_hife- ‘threatening risks that best c can n be minimized yy conveying critical information to the 


precenbine doctor in a highlighted m manner.” i rer ge a ee 


FDA’s willingness to tailor the. restrictions 0 on mn Mieprex to suit the demands of the | 
Population Council and Danco will Gentine 16 rapist itself i in serious adverse events among 
the women who use the Mifeprex Regimen. Some of the most critical flaws in tie approved ee 
regimen are discussed below along with oe a ae == reported 


1 The Approved Regimen Is Unsafe Because it Does Not Require 
Ultrasound 


a. Ultrasound Is Necessary to Accurately Date Pregnancies 


~ The gestational age of a woman’ S pregnancy isa critical factor i im determining whether 


she is an appropriate candidate for a mifepristone abortion. In order to minimize the risks of 


hemorrhage, incomplete abortion and continuing pregnancy, the gestational age of the pregnancy ye 


“must be less than or equal to 49 days. 255 The authors of the Spitz Article, for example, found that i. 


“Tflailures, defined as cases requiring surged intervention for medical reasons or because the 
patient requested it, the abortion was 3s incomplete, or the pregnancy was ongoing, increased with — 


increasing duration of the pregnancy. 86 Through the combination of mifepristone and 


54 Judith E, Beach et al., “Black Box Warnings in Prescription Drug Labeling: Results of a Survey of 206 Drugs,” = 


Food and Drug Law Jounal 53 (1998): 403-412, at 403 (available at: 
<http://www.fdli. org/pubs/Journal%20Online/53_, 3/art2. pdf>). See also 21 CF. R. § 201. 57(e) (“Warnings”). 


55 As noted above, the gestational age of a pregnancy is based on the first day of a woman’s last menstrual period, 
which is designated as Day 1 of the pregnancy. 


*°6 Spitz Article, infra Appendix A, at 1241. “The largest i increase was. in failures representing ongoing pregnancy, 
which increased from 1 percent in the [less than or equal to] 49-days group to 9 percent in the 57-to- 63 days § group 
(P<0.001).” Children born from ongoing pregnancies, after a failed application of the Mifeprex R 7 
suffer birth defects, fertility problems, or other health problems later in life. Researchers have found evidence 
linking misoprostol and birth defects such as missing or deformed limbs and misshapen skulls. Much of this 
research was conducted in Brazil, where numerous women have attempted to induce abortions using misoprostol 
alone. See, e.g., Sylvia Pagan Westphal, “Birth Defects Caused by Ulcer Drug Abortions,” NewScientist.com (29 — 


* Aug. 2001) (“Several studies'in Brazil, where v up ‘to 75 percent of clandestine abortions involve misoprostol, suggest 


the drug causes birth defects such as fused joints, , growth | retardation and a condition known as Mobius syndrome, 


“ a which is characterised by paralysis of the face. 5 Téda M.  Orioli a and i Eduardo E E Castilla, “Epidemiological | mN - 
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POE OSI pregnancy, was terminated in 762 of ihe 827 ‘women pregnant for {less than or 


and 395 of the 510 women pregnant for 57 to 63 days CT percent). ast The study also found i: 


_ that “[a]bdominal pain, nausea, . vomiting, diarthce: and vaginal Blessing ales increased uae 
advancing gestational age.”?* Due to the aipiicant increase in failures and complications ‘with | (ae 


7 increasing gestational age, FDA approved Mifeprex only for pregnancies of less than oneal to 


49 days’ gestation.” 
The only way to date a pregnancy with we degree of accuracy necessary to exclude 
women whose pregnancies are beyond 49 days’ gestation is s by use of transvaginal ultrasound. 


FDA severely undermined the limitation on gestational age, however, when it failed to require 


Assessment of Misoprostol Tetratopentciny *'E British Journal lof Obstetrics and Cais 107 (April 2000): 519- 
23, at 522 (“. . . there is an association of prenatal use. of misoprostol a as an abortifacient and congenital defects of — 
vascular disruption type.”); F.R. Vargas et al., “Prena posure to ‘Misoprostol and Vascular Disruption Defects: 
A Case-Control Study,” American Journal of "Medical Genetics 95 (2000): 302-306, at 306 (“add[ing] : 
epidemiological basis to the growing body of evidence that prenatal exposure to misoprostol is related to the 
occurrence of vascular disruption defects in some exposed fetuses.”). FDA determined that data submitted by the 
Population Council from a survey of fetal abnormalities in 82 pregnancies that were exposed to mifepristone alone 
or in combination with misoprostol was inconclusive. See FDA Mifeprex Approval Memorandum, infra Appendix 
A, at 4. FDA acknowledged, however, the possible link between misoprostol and birth defects. See Medical 


Officer’s Review, infra Appendix A, at 18 (“. . . medical follow-up i is required to ensure that surgical termination i is cane 


performed in case the medical termination attempt fails since misoprostol has been Teported to be teratogenic in 
humans (limb defects and skull defects).”). The need for a ‘study of the possible joint effects of mifepristone and 
misoprostol on babies born after a failed application of the Mifeprex Regimen was highlighted by the abnormalities’ 
discovered in a fetus exposed to misoprostol and mifepristone. See Office of Postmarketing Drug Risk Assessment, , 


AERS Report, ISR Number 3877547-X (March. 1, 2002) (French report of numerous deformities in fetus that was: 


exposed to mifepristone and misoprostol but survived until a subsequent surgical abortion was performed; “The ~ 


anatomopathology examination showed a meningo- -encéphalocele. The left hand was constituted of only two ) fingers eres 


(oligodactylia), left and right foot were constituted of only one finger (monodactylia). There was a facial 
dysmorphia.”). 

°°? Spitz Article, infra Appendix A, at 1241. 

258 Snitz Article, infra Appendix A, at 1241. th order to treat Vaginal biesding, “Tt]wo percent of the ¥ women in ‘the. . 
[less than or equal to] 49-days group, as compared with 4 percent in each of the other two groups, were hospitalized, 
underwent surgical intervention, and received intravenous fluids (P=0. 008). ” Td. 

259 FDA’s Medical Officer’s Review noted: “The success of medical termination of pregnancy decreased with 
advancing gestational age and the incidence of adverse events ‘increased with advancing gestational ; age. ” Medical 
Officer’s Review, infra Appendix A, at 18. The review stated further: “This method of pregnancy termination is of 
limited value because of the relatively short window of opportunity, in which it can be employed. Its safety and 
effectiveness i is based on its use se during: the s seven | weeks following the first day of the last menstrual period. x Ta. 
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parity, and uterine position may impair a clinician’ s ability to assess uterine size.” 


' American Journal of Obstetrics and Gynecology 168 (March 1993): 903-908; Ivar K. Ro 
- Torjusen, M.D., and William E. Gibbons, M.D., “Conceptual Age and ‘Ultrasound: 
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; the e ultrasound dating of pregnancies. FDA’s approved regimen. relies instead on. a Patient’s 


recollection of her menstrual history med a physical examination. Dating based on ‘menstrual 


history is inherently inaccurate because women 1 may not have a ‘a pertécl 28- day menstrual al cycle™® 


and because 25 percent of women experience bleeding during ue early stages of pregnancy. ee 
Gestational dating through siya examination, even when ec out by experienced 
clinicians, can also be inaccurate.’ Factors such as patient body size, uterine Toe es 


a ‘Transvaginal 


ultrasound, by contrast, is accurate within plus or minus 3 3 days: at t gestational ages of 5 to , 


weeks, 2 “Transvaginal ultrasonographic examination is Recessary to ensure accurate c gestational 


6 See, e.g., Leon Speroff, M.D. Robert H. Glass, M. D.. aa ‘Nathan G. fers : 

Endocrinology and Infertility, 5h ed. (Baltimore: Lippincott Williams and Wilkins, 1994) at 219 (“The perfect 28 

day cycle is indeed the most common mode, but it totaled only 12.4% of Vollman's cycles. Overall, approximately 
15% of. reproductive age cycles are 28 days i in length. Only 0.5% of women experience a cycle less than 21 days 


~ long, and only 0.9%_a cycle greater than 35 days. Most \ women. have cycles that last from 24-35 days, but at least 
- 20% of women experience irregular cycles.”). 


6! See Peter W. Callen, M.D., Ultrasonography in Obstetrics and Gynecology a ed. (Phila, Pa: W.B.Saunders 
Company; Harcourt, Brace, Jovandvich, 1988) at 32 (“Threatened abortion is a common’ complication that occurs in 
approximately 25% of clinically apparent pregnancies.”); Speroff, et al, Clinical Gynecologic Endocrinology and 
Infertility, 5™ ed. (Baltimore: Lippincott Williams and Wilkins, 1994) at 536 (noting that “pregnancy and pregnancy- 
related problems such as ectopic pregnancy or spontaneous abortion” can cause uterine bleeding). 


*°2. Steven R. Goldstein, M.D., Francis R. M. Jacot, M.D., Claude Poulin, M.D., and D. Scott Poehlmann, M.D., 
“Documenting Pregnancy and Gestational Age,” Chapter 4, in Maureen Paul et al: eds., A Clinician’s Guide to 
Medical and Surgical Abortion (Philadelphia: Churchill Livingstone /Harcourt ‘Brace, "{999) (A Clinician’s 
Guide’): at 41 (“Although clinical sizing of the uterus during the first trimester can provide a rough « estimate of 


gestational age, it is imprecise; misestimation of gestational age by uterine sizing alone « can occur even in ‘the hands 


of experienced clinicians.”). 


83 See A Clinician’s Guide, infra Appendix A, at 41 (“a number of conditions such as leiomymas, multiple © 
gestation, and obesity may severely limit the accuracy of gestational age assessment by physical examination, 
warranting preprocedure assessment by ultrasonography i in known or suspected cases”) (footnotes omitted). 


264 See Salim Daya, M.B., “Accuracy of Gestational Age Estimation Using Fetal Crown-rump Measurements,” 
vik, M.D., George oO. 


and Crow-Rump Length in in Vitro Fertilization Pregnancies, 2 Fertility ‘and Ste. 8): 

Mitchell D. Creinin, M.D. and Heather Jerald, “Success Rates'and Estimation of Gestational Age for Medical ~ 
Abortion Vary with Transvaginal Ultrasonographic Criteria,” American Journal of Obstetrics and. Gynecology 180 
(1999): 35-41. In this study « comparisons of gestational age estimates based on the last reported menstrual period to 
those generated through ultrasound in patients presenting for medical abortion, revealed the former method to be 
significantly inaccurate in approximately half the cases. The authors observed: “It is interesting that in ‘this 


* population of v women seeking abortion the gestational a age according to the LMP [last menstrual period] was verified 
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b. Ultrasound Is Neceeary to ) Identify Eetopi Pregnancies 7 


Approximately e two percent of al pregnancies in the United States are “ectopic: 


pregnancies,” in which the pregnancy is s located outside thea uterus — Solent in the fallopian hie ae 


Mifeprex does not terminate ectopic pregnancies. 267 ' Therefore, ifa a woman who has an ectopic 


pregnancy undergoes a mifepristone-misoprostol abortion, she i is at risk for tubal rupture and 


subsequent hemorrhage due to delay in diagnosis and d delay i in treatment. The symptoms oft an 


- ectopic pieenaney vaginal bleeding, pelvie pain, and | cramping - are confusingly similar ( to 


268 Aw woman n with an eriopic pregnancy is at tisk of 


suffering massive intra-abdominal hemorrhage, damatige to her reproductive organs, permanent 


‘ ee Teta BUSS SS as Sa irise S ps 


by the ftanevaginal ultrasonographic examination only 48% to 5 6% of the time when a gestational sac was s present 
and only 55% to 64% of the time when an embryonic pole was present . . . These results, though, ‘donoteven 
include those women who were excluded from the studies because the ultrasonographic examination ‘findings \ were 
so different from the dates by LMP that the estimation of gestational age was changed too much for them tobe 
included.” fd. - 


285 Mitchell D. Creinin, M.D. and Heather Jerald, “Success Ratés and Estimation of Gestational Age for Medical 


Abortion Vary with Transvaginal Ultrasonographic Criteria,” American Journal of Obstetrics and. Gynecology 180 
(1999): at 35-41 (text preceding n. 8) (citation omitted). 


*6° Centers for Disease Control, “Ectopic pregnancy ~ United States, 1990-1992, ” Morbidity and Mortality Weekly 
Report (MMWR) 44 (No. 3) (Jan. 27, 1995): at 46. The number of ‘ectopic pregnancies may be even higher now 
because sexually transmitted diseases and other causes of ectopic pregnancy are more widespread than they were in 
1992 — the latest year for which the Centers for Disease Control have reported the number of ectopic pregnancies. 
Id. at 46-7. — 


*°7. See, e.g., Beth Kruse et al., “Management of Side Bffects 2 and Complications in Medical Abortion,” American 
Journal of Obstetrics and caynecology 183 (2000): S65-S75, ‘at S72 (“Mifepristone has not proved effective in 
treating extrauterine pregnancy... .”). 


68 See American College of Obstetricians and Gynecologists, “Medical Nansoetent of Abortion,” ACOG Practice 
Bulletin: Clinical Management Guidelines for Obstetrician- Gynecologists 26 (April 2001): at 6 (noting that in 
medical abortions, “women may even experience symptom resolution consistent with a complete medical. abortion 
and still have a persistent gestational sac or even an ectopic pregnancy”) (‘ACOG Practice Bulletin”). Vaginal 
bleeding, for example, is a normal consequence of the Mifeprex Regimen and may continue for weeks after a 
woman ingests Mifeprex and misoprostol. See, é.g., Spitz, infra Appendix A, at 1243 (“Vaginal bleeding i isa 


- natural consequence of the abortion process, and it occurred in all the women whose pregnancies were terminated 
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_ slenility, and even, death ft not t promptly treated Py, emergency surgery. ae authors = a French 


sie ne tube aan in ahich a participant with an ectopic pregnancy haderert emergency 
surgery to stop heavy bleeding, concluded that: 

. The case of undiagnosed ectopic pregnancy, which ruptured suddenly 2 days after — 

5 misoprostol intake, indicates that (1) mifepristone plus misoprostol i is not an effective. 
treatment of ectopic pregnancies and should not be used for this purpose, and (2) all 
medical means of detecting an ectopic pregnancy should be used before prescribing 
mifepristone plus misoprostol.” 

10 — Although the Mifeprex Label states that the Mifeprex Regimen is contraindicated for 
women with a “[c]onfirmed or suspected ectopic pregnancy,” FDA did not require that 
ultrasound be used to exclude women with ectopic pregnancies. Instead, the approved reemel 

relies solely ona self certification by the prescribing physician that she has the “(ability to 


diagnose ectopic pregnancies.”*" A phy see) examination alone cannot caecuratciy identify 


ectopic pregnancies. Ultrasound, ae sidiGon to PrOviene the best information for gestational 


age determination . _ can also provide sche diagnostic i fariadon sea dine. a wide variety of 


pathologies of early pregnancy,” including ectopic pregnancies.” 


medically. The median duration of bleeding or spotting was 13 days in the [less than or equal to] 49-days group and 
15 days in the other two groups (P<0.001).”). 


2 Blizabeth Aubény, et al., “Termination of Early Pregnancy (Up to 63 Days of Amenorrhea) with Mifepristone 
and Increasing Doses of Misoprostol, ” International Journal of Fertility & Menopausal Studies 40 (1995): 85-91, at 
91. 


20 See Mifeprex Label (“Contraindications”). 
an See Mifeprex Prescriber’ s Agreement. 
21 A Clinician’s Guide, infra Appendix A, at 47- 8. 
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i FDA’s Approved Regimen Is Not Restricted to Properly Trained 
Physicians who Have Admitting Privileges to Emergency Facilities 


5 FDA’s approved regimen lacks any obj ective qualifications for prescribing physicians 
and administering health care providers. 273 The health care provider administering the Mifeprex 
Regime need not undergo training, may not necessarily be an obstetrician or gynecolo gist, may 
not have any surgical training or training in the management of abortion complications, and may 
not even be a physician2" For example, the Mifeprex Regimen could be administered by a nurse 

10 untrained in any type of abortion and under the remote supervision of a family practitioner who 
does not regularly practice obstetrics and is incapable of providing emergency care. 
| picen and the health care dal that they supervise fequiie formal training in both 


pharmaceutical and surgical abortion to minimize the morbidity inherent in performing — 


mifepristone abortions.” National Abortion Federation guidelines provide that “[a]ll personnel 


15 performing abortions must receive training in the performance of abortions and. in the prevention, 


23 Self-certifications do not provide an effective substitute for imposing objective, auditable requirements. The 
Mifeprex Prescriber’s Agreement, for example, merely requires that the prescribing physician profess to have the 
“Calbility to assess the duration of pregnancy accurately.” The vacuity of this ‘stipulation is illustrated in remarks 
made by Dr. Susan Allen (who later became an FDA official) before the FDA Advisory Committee. Dr. Allen 
stated, “If you also recall when you go through medical school you learn how to date a pregnancy.” FDA Hearings 
- Transcript, infra Appendix A, at 319. : ot 
274 See Teleconference Meeting Minutes, re: status of pending review issues pertaining to this drug product (Aug. 
11, 2000); at 1 (“the distribution system would allow for physicians to obtain the drug product after meeting all ~ 
qualifications, but Mifeprex could be administered by someone who is under the supervision of that physician such 
as midwives or nurse practitioners”)[FDA FOIA Release: MIF 004587-88]; see also, Mifeprex Approval Memo, 
infra Appendix A, at 4-5 (“Thus, physicians remain the initial population who will receive this drug for dispensing. 
This does not preclude another type of health care provider, acting under the supervision of a qualified physician 
from dispensing the drug to patients, provided state laws permit this.”). 


275 A survey of methotrexate abortion providers underscores the necessity of training in both medical and surgical 
abortion. See S. Marie Harvey, Linda J. Beckman, and Sarah J. Satre, “Experiences and Satisfaction with Providing 
Methotrexate-Induced Abortions among U.S. Providers,” Journal of the American Medical Women’s. Association, 55 


(2000): 161-63, at 162 (In a study comparing methotrexate and surgical abortion, “[m]ost providers felt strongly that 


~ all clinic staff should be familiar with both procedures and, thus, the training needs would be equivalent. This 
thought was echoed'not only by physicians, who must be prepared to perform an emergency surgical abortion if 
_ methotrexate fails, but also by other clinic personnel. Thirty-nine percent of providers thought that medical abortion 
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recognition, and management of complicanons, v6 Additionally, ACOG recommends that 


““{cjlinicians other an chee: apicbologisis wes wish to provide medical abortion services | 


should work in conjunction with an obstetrician-gynecologist or be trained in surgical abortion in 


order to offer medical abortion treatment,” The necessity for training in surgical abortion as 


well as mifepristone abortion stems primarily from the high failure rate of the Mifeprex 


Regimen. In the U.S. Clinical Trial, the Mifeprex Regimen failed for 8 percent of women with 
pregnancies of less than or pleas to 49 days’ gestational age.” 


Excessive bleeding, which is much more common following a Mifeprex abortion than a 


surgical abortion, is particularly likely to necessitate urgent surgical intervention. Based on an 


- international study comparing surgical and medical abortion, FDA’s Medical Officer noted that 


“To]n the whole, iuedical abortion patients reported significantly more blood loss than did 
sue abortion aed and characterized this as a‘ “serious potential cusadvaniaee of the 
medical method.” "27 Ty the U. S Clinical Trial sre patients yee pence ve were of no 
more than 49 days’ gestation, excessive bleeding resulted in one blood transfusion, two 


hospitalizations, two emergency room treatments, and thirteen surgical interventions.” In 


required more training; specifically, learning to do a vaginal ultrasound snd to handle the unpredictable outcomes sof 
methotrexate abortion required lengthy training.”). 


276 National Abortion Federation, “National Abortion Federation Clinical Policy Guidelines, 1998,” Appendix, in 


Maureen Paul et al., eds., A Clinician’s Guide to Medical and ‘Surgical Abortion (Philadelphia: Churchill 


Livingstone / Harcourt Brace, 1999): at 256 (“A Clinician’s Guide’). 
277 ACOG Practice Bulletin, infra Appendix A, at 6. 
278 See Medical Officer’ s Review, infra Appendix A, at Table 1. Seventeen percent of women with pregnancies of 


between 50 and 56 days’ gestational age and 23 percent of women with pregnancies between 56 and 63 days were 


failures. See id. In,an international study reviewed by the Medical Officer, failure rates for mifepristone abortion 
were 5.2 percent, 8.6 percent and 16 percent in India, China and Cuba respectively, while comparable failure rates 
for surgical abortion were 0, 0.4 percent, and 4.0 percent. See Medical Officer’s Review, infra Appendix A, at 19. 


279 Medical Officer’s Review, infra Appendix A, at 19 (no citation by FDA Medical Officer). 


ae Medical Officer’s Review, infra Appendix A, at 17. 
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addition, 5 percent of the patients in this group received uterotonic agents to stem bleeding. A 
ids die ses 0 URAL Ws pins ean ok 
participants in the USS. Clinical Trial. The treating physician described the incident to the FDA 
Advisory Committee: 

In November of 1994, I was called to the erie) room] for a sverieli who 


was bleeding due to a miscarriage, and was in obvious shock. A 
she had lost between one-half to two thirds of her blo 


I had thought she was having an incomplete miscarriage, but her husband...told 
me that she had taken RU486 approximately 2 weeks before. It was my clinical opinion 
that she would die soon if she did not have an immediate [dilation and curettage]. 

Without even doing the routine preparation we normally do for surgery, I realized 
that I had to take her immediately to surgery to save her life. I took her to the operating 
room and removed the contents of her uterus surgically. I gave her two units of packed 
red blood cells intraoperatively. _ . Ase . 

Even later that evening, . . . [s]he required two more units of blood because she. 
was still orthostatic and symptomatic.** 


The iMieores Regimen is contraindicated for “any patient who does not have adequate 
access to medical facilities equipped to provide Pe treatment.”** FDA’s approved 
regimen, however, does not require prescribing physicians to have admitting privileges to 
emergency facilities. The approved regimen requires only that a physician who is not able “to. 
provide surgical intervention in cases of ‘incomplete abortion or severe bleeding . .. ma[k]e plans 
to provide such date through others, and [be] able to assure patient access to medical facilities 


equipped to provide blood transfusions and resuscitation, ifnecessary.”* Plans for back-up care 


*8! Medical Officer’s Review, infra Appendix A, at 17. 


ee When surgery is indicated because of acute bleeding, significant, or even life threatening blood loss, has already 
taken place. The preoperative preparation of the patient is often compromised in the rush to complete the surgery, 
which results in higher infection rates and more anesthetic complications, such as aspiration during intubation. 


283 EDA Hearings Transcript, infra Appendix A, at 223-25 (testimony of Dr. Mark Louviere). 
284 See Mifeprex Label (“Contraindications”). - - ae oul 


85 Mifeprex Prescriber’s Agreement. FDA, however, took two steps that suggested that it has lingering concerns 
about the absence of a surgical intervention qualification for Mifeprex prescribers. Furst, the Mifeprex Label 
includes a “black box” warning governing surgical back-up. Second, FDA required the Population Council to 
perform a post-approval study “[t]o ensure that the quality of care is not different for patients who are treated by 
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may be nothing more than “having the ability and responsibility to direct patients to hospitals, if 
needed.””*> Moreover, the approved regimen does not include an objective geographical 


limitation to ensure that the patient has easy access to the designated emergency care facility.””’ 


5 3. The Sponsor’s Recent “Dear Doctor Letter” and FDA’s Explanatory 
Webpage Announcing Serious Adverse Events Validate the 
Petitioners’ Concerns _ ot 
On April 17, 2002,” Danco, with FDA’s assistance, issued a letter to health care 
10 providers to alert them to “New Safety Information,” to remind them that Mifeprex was 
approved for use in a prescribed regimen, and to encourage them to provide patient counseling 


and report adverse events.” The “New Safety Information” consisted of a number of reports of 


serious adverse events that had been experienced by women who were undergoing or had 


physicians who have the skill for surgical intervention (as in the clinical trials) compared to those treated by 
physicians who must refer patients for surgical intervention... .” Mifeprex Approval Memo, infra Appendix A, at 
5. ie 


86 Mifeprex Approval Memo, infra Appendix A, at 5. FDA’s decision not to include a requirement that the 
prescribing physician have admitting privileges at a hospital could delay the patient’s admission for emergency care. 
Another likely consequence of not requiring the prescribing physician to have admitting privileges is underreporting 
of serious adverse events related to the Mifeprex Regimen. The treating physician, not privy to the Prescriber’s 
Agreement, may not file a serious adverse event report or notify the abortion provider of the complications that 
arose from the Mifeprex Regimen. 


287 The Chinese experience with mifepristone suggests that mifepristone should not be administered in facilities 
unable to provide potentially necessary emergency services. Thus, recently, the Chinese State Drug Administration 
responded to concerns that women were suffering as a result of lax controls on mifepristone by reiterating its policy 
that the drug “can only be administered at a hospital under a doctor’s supervision and cannot be sold at pharmacies 
even with a prescription.” See Kaiser Family Foundation, “China Reaffirms Restrictions on Unsupervised 
Mifepristone Use,” Kaiser Daily Reproductive Health Report (Oct. 15, 2001) (available at: 
<http://www kaisemetwork.org/daily_reports/rep_index.cfm?hint=2&DR_ID=7453>) (reporting also that, “[t]hree 
years ago, the Shanghai Health Bureau restricted the use of mifepristone to certain hospitals in the area because of 
fears of complications”). 
88 The letter bears the date, April 19, 2002, but was disseminated to the public on April 17, 2002. 
289 Danco Laboratories, Open Letter to Health Care Providers (Apr. 19, 2002) (“Dear Doctor Letter”) (available at: 
<http://www.fda.gov/medwatch/SAFETY/2002/mifeprex_deardoc.pdf>). Coincidentally, on the same day FDA and 
Danco publicized these serious adverse events, the agency also announced major changes to the Cytotec — 
(misoprostol) label. See FDA, “Major Changes to Cytotec Labeling” (April 17, 2002). Pursuant to these labeling 
changes, pregnancy was removed from the list of contraindications on the Cytotec label and the black box warning 
cautioning pregnant women not to take the drug was also removed 
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recently completed the Mifeprex Regimen.” A number of patients had suffered from ruptured 


ctopic pregnancies and one ofthese women died fiom hemerthage.”" The leter also reported 
“Tt]wo cases of serious systemic bacterial infection (one fatal). The fatality apparently 
precipitated a halt in the Population Council’s Canadian clinical trials of mifepristone.** Finally, 
a 21 year old woman suffered a heart attack three days after she completed the Mifeprex 
Regimen. These and other adverse events had been reported to FDA through its Adverse 

Event Reporting System (AERS).”" Two of the patients who were reported to have suffered life- 
threatening adverse events were 15 years old.” These incidents bear out the concerns about the | 
safety of the regimen detailed above, and the relatively high rate of serious adverse events among 
adolescents is of particular concern. _ 


2 The letter did not specify the number of adverse events about which Danco had been informed, but five 
individual cases were discussed. 

291 See Dear Doctor Letter, infra Appendix A, at 1. 

282 See Dear Doctor Letter, infra Appendix A, at 1. . 

3 Tt appears that the woman reported to have died from a systemic bacterial infection was a Canadian trial subject. 
See Marnie Ko, “A Volunteer Dies While Testing a Controversial New Drug, Bringing the Trial to a Halt,” The 
Report (Oct. 8, 2001) (available at: <http://report.ca/archive/report/20011008/p48ai011008f.-htmi>). See also Henry 
P. Kaiser Family Foundation, “Population Council Announces Death of Woman Involved in Canadi 


Mifepristone/Misoprostol Trial,” Daily Reproductive Health Report (Sept. 1 1, 2001) (available at: Ton he ee ee 


<http://www.kaisernetwork.org/Daily_reports/rep_index.cfm?DR_ID=6877>). A Clostridium sordellii infection 
apparently caused the woman to suffer septic shock. See generally G.L. Mandell, J-E. Bennett, and R. Dolin, 
Principles and Practice of Infectious Diseases (5" ed. 2000): at 2551 (explaining that a disease process in which 


“clostridia clearly play a major pathogenic role i[s] uterine gas gangrene, now a rare complication that was 


previously seen in the setting of septic abortion.” “C. sordellii has been reported as a cause of uterine gas 
gangrene ....”). See also FDA Q & A’s, infra Appendix A, at Question 3 (“Serious systemic bacterial infection is a 
severe life-threatening infection that spreads throughout the body and can cause death.”). 


4 See Dear Doctor Letter, infra Appendix A, at 1. 


295 See, e.g., Office of Postmarketing Drug Risk Assessment, AERS Report, ISR Numbers 3819498-2 (Nov. 2, 
2001) (intervention to prevent permanent impairment or damage); 3806144-7 (Oct. 9, 2001) (death of a patient with 
an ectopic pregnancy); 3769840-6 (July 30, 2001) (hospitalization of patient with an ectopic pregnancy); 3769842-X 
(July 30, 2001) (intervention to prevent permanent impairment or damage); 3719885-7 (May 8, 2001) (death in 
conjunction with the use of misoprostol and Mifegyne, which is the trade name of mifepristone distributed in 
France); 3713452-7 (Apr. 27, 2001) (intervention to prevent permanent impairment or damage); and, 3769838-8 
(July 30, 2001) (intervention to prevent permanent impairment or damage). The AERS depends on voluntary 
reporting and the accuracy of these reported adverse events cannot be verified, nor can the cause of these events be 
identified with certainty. There may have been other adverse events that were not reported. 
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Simultaneously with Danco’s distribution of the Dear Doetor Letter, FDA publisheda 
webpage with 14 questions ad anew Telated to mifepristone in 'atahoupt to answer some of 
the questions ie to be prompted by the letter and to urge health care providers to adhere to the 
approved regimen.’ FDA’s answers, however, leave much to be desired from a medical and 
scientific staGipoint. 

First, FDA has understated the possibility that the Mifeprex Regimen caused the serious 
adverse events reported in the letter.” FDA did not adequately explain why women who were 
apparently healthy prior to undergoing the Mifeprex Regimen experienced life-threatening or 
fatal complications such as ruptured ectopic pregnancies, heart attacks, and systemic bacterial 
infections. , | 

Second, FDA tapproanniey sented to link ie adverse Sais to the unapproved 
vaca administration. of misoprostol.” a a was s reckless for EDA. to. suggest that the vac 


aimniniseation of ribeproaiol caused fice averse events ‘while e overlooking bite flaws in the 


2%6 See Office of Postmarketing Drug Risk Assessment, AERS Report, ISR Numbers 3803789-5 (Oct. 3, 2001) and 
3815629-9 (Oct. 26, 2001). Pe Bee d 


7 EDA, “Mifepristone Questions and Answers 4/17/2002” (“FDA Q & As”) (available at: 
<http://www.fda. gov/cder/drug/infopage/mifepristone/mifepristone- qa_4_17_. 02. htm ). 


298 See Dear Doctor Letter, infra Appendix A, at 1 (“No causal relationship between any ‘of these events and u use of 
Mifeprex and misoprostol has been established.”). An FDA official interviewed (without attribution) downplayed 


the connection between the Mifeprex Regimen and the adverse events. See Susan Okie, “Physicians Sent Abortion 


Pill Alert: Six Women Using RU-486 Taken II, and Two Died, Letter Says, ” Washington Post (Apr. 18, 2002): at 
A2 (“These are, in fact, a very small number of events. Some of them were clearly not caused by the drug 
regimen”). 


9 The repeated references to the unapproved vaginal use of misoprostol in the FDA Q & As give rise to the 
inference that the reported adverse events are attributable to this single departure from the Mifeprex Regimen. See, 
e.g, FDA Q & As, infra Appendix A, at Question 1 (“In all of these cases, misoprostol was given vaginally, not 
orally, which is the approved regimen. FDA has not reviewed data on the safety and effectiveness of vaginal 
administration of misoprostol.”); id. at Question 4 (“We do not know what role, if any, Mifeprex and ‘off-label’ use 
of vaginal misoprostol may have in developing serious infections.”); id at Question 9 (“Why are physicians using 
misoprostol ‘off-label,’ in other words, using misoprostol vaginally at different doses? There are published studies 
of the use of mifepristone with vaginal administration of misoprostol for abortion. The misoprostol doses used in 
these studies are higher than those described in the Mifeprex labeling . . .”); id. at Question 10 (“Are there risks 


: wih Vaginal u use of acento!) 
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approved regimen for Mifeprex use in the United States. FDA should have fist assessed. 
eséential ee of this regimen. | | 

It is clear, for example, that absent ultrasonographic screening for ectopic pregnancy, 
there is increased risk that an intact or rupturing ectopic pregnancy will be misdiagnosed as a 
normally progressing Mifeprex abortion. Additionally, Mifeprex abortions may be performed by 
practitioners who are not physicians, who cannot perform surgical abortions, or who are unable 
to diagnose sides pregnancies and their complications. 

Nor is there reason to believe that systemic bacterial infection is more likely to occur 
following vaginal, rather than oral, aicanuaon of misoprostol. oe! is commonly 
administered vaginally for the ‘duction of jabor without hi gher reported rates of aie 


intrauterine or systemic infection when compared to orally administered misoprostol or other 


methods of labor induction. Rather, the occurrence of life-threatening infection in women 


undergoing a Mifeprex abortion ahould raise lesions about oheiher prolonged genital tract 
bleeding in the artificial hormonal milieu created by the Mifeprex Ree might foster or 
promote infectious complications. In addition, infection might occur in women who, believing 
that their abortion is complete and unaware that their uterus actually contains dead tissue, fail to 
return for follow-up visits.” This may be a particular problem when the Mifeprex Regimen is 
prescribed to adolescents. 

The occurrence of a heart attack in a 21 year old woman is always cause for significant 


concern. A French woman undergoing a mifepristone. abortion suffered a fatal heart attack in 


300 A. Karen Kreutner, M.D., “Postabortion Infections,” Contemporary Ob/Gyn 1 (2001): at 37-42 (“. . . because 
medical termination may be incomplete i in between 3% and 23% of patients, retained tissue and subsequent infection 
may go unrecognized in those lost to follow up. ... Some experts fear there will be compliance problems with the 
third visit, especially when the patient terminates early. In these cases, retained tissue, thought by the patient to be 


: nornal bleeding, could Ga to endometritis. ie 
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1991. A different prostaglandin (Sulprostone) administered by: inj ection was s used i in that case.*°! 
This new case highlights the need for further iaveietion into a possible carisal link between . 
mifepristone- -prostaglandin abortions and siyorandiat infarction.” 

The ratio of serious adverse events to total uses of the “sist Regimen cannot be i 


ascertained because serious adverse event reporting is likely incomplete and because it is not 


publicly known how many times the Mifeprex Regimen has been used. Regardless of the 


relative number of serious adverse events, the nature of these events demands immediate FDA 
action to Prevent. future patient injuries and deaths. ee The J oint Commission on the 
Accreditation of Healthcare Organizations (“J CAHO” or “J ae Commission’ ’) has aevelopaa 
an approach for saueseeatiae adverse events similar in gravity to those that prompted the 
issuance of the Dear Doctor Letter. _The JCAHO looks for ° “sentinel events” which. are 


“unexpected occutrencels] ee death or serious physical or psycholo pas injury, or the 


Fiske thereof, 305 “Sentinel events” "signal the need for the commencement of: a “root cause 


3°! See “Noticeboard: A Death Associated with Mifepristone/Sulprostone,” Lancet 337 (April 20, 1991): at 969-70 
(“A spokeswoman for Roussel-Uclaf SA, the company that manufactures mifepristone, said ‘the death was clearly 
from cardiovascular shock following ‘Nalador’ (Schering) injection.””). 


3 The Mifeprex Regimen should be contraindicated for women with cardiovascular risk factors until further 
clinical experience indicates that such contraindication i is unnecessary. ae 


33 Even FDA acknowledged the rarity of the events referenced i in the Dear Doctor Letter. With respect to bacterial 
infection, for example, FDA observed that “the rate of serious infection as a complication of pregnancy is 3.5 per 
1000 pregnancies, Uterine infection occurs in 0.1-4.7% of first trimester surgical abortions and in 0.0-6.1% of 
medical abortions. In the past, it was most often associated with illegal abortions. It rarely occurs with pelvic 
surgery or even with otherwise normal childbirth.” FDA Q & A’s, infra Appendix A, at Question 3. FDA similarly 
noted the unusual nature of a heart attack in a young woman: “The single heart attack occurred in a 21 year old. A 
heart attack in very young women is extremely rare. ... In 1997, the rate among US women aged 20-24 years was 
0.19 per 100,000 women.” See id. at Question 4. . _ , 


304 The Joint Commission ‘ ‘evaluates and accredits nearly 18,000 health care organizations and programs in the 
United States. An independent, not-for-profit organization, JCAHO is the nation’s predominant standards-setting 
and accrediting body in health care. Since 1951, JCAHO has developed state-of-the-art, professionally based 
standards and evaluated the compliance of health care organizations against these benchmarks.” Joint Commission 
webpage at: <http://www.jcaho.org/whatwedo_frm.html>. 


— oS oint Comma en, epee at: <http: Hh ww eas org/ sentinel/se Pp. html, Sentinel Events>. 
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analysis” of the events), 366 with the goal developing @ an , oeropuale administrative response 


from ihe health care oreanization that will piven the occurrence or pared serious a veise 


events. A root cause analysis of sentinel events is performed before a statistically significant 
number of injuries or deaths occurs. It seeks to discern the facts surrounding each occurrence, 
distinguish factors peculiar to individuals from those pointing to procedural or administrative. 
deficiencies, and recommend corrective measures to such systemic failures in the delivery of a 
particular therapy. 

It is particularly important that FDA react to these sentinel events because the clinical 
trials underlying the approval of the Mifeprex Regimen did not adhere to FDA’s endorsed | 
scientific methodology for such trials. The substandard trial design of the U.S. and French 


Clinical Trials precluded an accurate estimation of the safety of the Mifeprex Regimen compared 


___ to the existing available alternatives. Moreover, FDA did not require the sponsor to conduct 


5 


rigorous Phase Iv studies, which could have compensated for some of these deficiencies by 
generating additional safety data. The agency has not performed a root cause analysis, but has _ 
instead hastily postulated that the vaginal administration of misoprostol is the underlying cause 
of the adverse events.*” The Petitioners believe that there are probably more scientifically sound 
explanations for these adverse events and that the supposed safety of the Mifeprex Regimen has 
been called into question. The occurrence of the adverse ee related to ectopic pregnancies 
‘id life-threatening systemic bacterial infections adds significant weight to the concerns of those 
3° The Joint Commission defines “root cause analysis” as “a process for identifying the basic or causal factors that 


underlie variation in performance, including the occurrence or possible occurrence of a sentinel event. A root cause 
analysis focuses primarily on systems and processes, not individual performance. It progresses from special causes 


in clinical processes to common causes in organizational processes and identifies potential improvements in 


processes or systems that would tend to decrease the likelihood of such events in the future, or determines, after 
analysis, that no such improvement opportunities exist.” Joint Commission webpage at: 


<http://www.jcaho.org/sentinel/se_pp. html#Root cause analysis>. ae 
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who have long warned that mifepristone-misoprostol abortions are dangerous. FDA has 


-fteviously deuce such concerns but now mie Fecpond to ihe acconulaling idee and act 


accordingly. Withdrawal of the approval is warranted.’ 


Hi. ‘EDA’S APPROVAL OF MIFEPREX SHOULD BE WITHDRAWN sy 
BECAUSE THE SPONSOR IS N: : -LIMITED 
RESTRICTIONS ON THE USE OF MIF) EPREX Steed ath hatte 


Mifeprex abortion providers openly flout the restrictions included in the approved 
regimen without any reaction from FDA, Danco, or the Population Council. a Shortly after 
approval, FDA asserted that Tiler restrictions are not adhered to, FDA! may withdraw 
approval.””” Subpart H authorizes FDA to withdraw approval of a drug approved under Section 
314.520 if “[t]he applicant fails to adhere to the postmarketing restrictions agreed upon.”*" 


When it adopted Subpart H, FDA explained that “[t]he burden is on the applicant to ensure that 


307 See FDA Q & As, infra Appendix A, at Nos. 1, 4, 9, 10, and 11. 


308 The Secretary of HHS is authorized by 21 C.F.R. § 314.530(a) to withdraw approval of a Subpart H drug, 
subject to the applicant’s right to a hearing, if, among other things, “(3) [use after marketing demonstrates that 
postmarketing restrictions are inadequate to assure safe use of the drug; (4) [t]he applicant fails to adhere to the 
postmarketing restrictions agreed upon; (5) [t]he promotional materials are false or misleading; or (6) [o}ther 
evidence demonstrates that the drug product is not shown to be safe or effective under its conditions of use.’ 


3 The absence of a reaction from Danco may not be surprising in light of the cavalier attitude towards the FDA. 
approval process exhibited by Dr. Richard Hausknecht, who is Danco’s medical director. As early as July 1994, Dr. 
Hausknecht, had used methotrexate and misoprostol in clinical tests in the U.S. that Dr, Mitchell Creinin, a 


.. prominent abortion researcher, described as “downright unethical” and which Sandra Waldman of the Population 


Council described as being “very risky.” Dr. Hausknecht stopped these experiments in September 1994 when the 
FDA told him to “stop performing the abortions unless he gets the backing of a medical institution and submits his 
data and procedures to the FDA for review.” Carol Jouzaitis, “Doctor’s Abortion-Drug Technique Draws Fire,” 
Chicago Tribune (Sept. 12, 1994): at 1 & 14. “Dr. Hausknecht admitted, “ *This is a little bit uncharted.’ . But 
he declared: ‘Damn it. I’m not going to wait. This is a step forward. This is important. I want to see this available 
to women where it’s not available now.’ ” Jd. In addition, Dr. Hausknecht’s website explains step two of the 
Mifeprex procedure that he employs: “At the conclusion of the [first] visit, the patient receives a packet containing 


tablets of misoprostol which are to be taken orally or placed in the vagina depending on the regimen you and Dr. 


Hausknecht choose.” Available at: <http://www.safeabortion.com/procedure.htm> (visited July 7, 2002). Both the 
home use and the vaginal administration of misoprostol contravene FDA’s approved regimen. 


31° See Letter, Melinda K. Plaisier, Associate Commissioner for Legislation (FDA) to Senator Tim Hutchinson (Oct. 
20, 2000): at 2 [FDA FOIA Release: MIF 002648-52]. 


121 CER. § 314.530(a)(4). 
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the conditions of use under which the applicant’s product was approved are being followed.”*” 


FDA should exercise its authority to withdraw its approval for Mifeprex. 
Among ne common departures from the approved regimen is the practice of offering the 

Regimen to women with pregnancies beyond seven epi al The “Mifepristone Mediation 

5 Guide” directs women not to take Mifeprex if “Cit has been more than 49 days (7 weeks) since 
your last menstrual period began.” Moreover, women who use the Mifeprex Regimen sign a 
Patient Agreement, which includes a representation by the patient that “I believe I am no more 
than 49 days (7 weeks) pregnant.”).°'* Thus, the practice of offering Mifeprex to women beyond 
seven weeks not only contravenes the approved regimen, but it also effectively requires patients 

10 to make an untruthful representation in the Patient Agreement. The Los Angeles Times explained 

that, “[Bly offering mifepristone up to the ninth week of pregnancy,” Family Planning 


99 ¢¢ 


Associates, “the nation’ S largest for-profit abortion chain, 


“obtains a competitive edge over 


Piamed Parenthieed. aiiek re siti the seven-week gadeine ye: 


In another common deviation from the eae regimen, some abortion providers have 


15 eliminated the second of the three prescribed visits. During the initial visit, these providers give 


312 Subpart H Final Rule, 57 Fed. Reg. at 58952. 

313. Liberty Women’s Health Care of Queens, NY, openly acknowledges its use of Mifeprex beyond seven weeks: 
“While the FDA has approved mifepristone for non-surgical abortions only up to 7 weeks, we use a modified 
method to extend this period of eligibility in selected patients an additional 14 days up to 9 weeks.” Available at: 
<http://www.abortbypill.com/2.html> (visited Dec. 31, 2001). Likewise, Preterm, an abortion clinic in Cleveland, 
Ohio, states that abortion using Mifeprex “is effective in terminating pregnancies up to 63 days (9 weeks) from the 
last normal menstrual period.” Available at: <http://www.preterm.org/nonsurg.htm> (visited July 7, 2002). 


314 See Item 4 of the Patient Agreement for Mifeprex (mifepristone) Tablets (“Patient Agreement”). 


315 Denise Gellene, “RU-486 Abortion Pill Hasn’t Caught on in U.S.,” Los Angeles Times (May 31, 2000): at Al 
(quoting Family Planning Associates’ official as saying, “You can ‘catch a lot of women in those two [extra] weeks”). 
Family Planning Associates’ website confirmed that the abortion provider offers Mifeprex to women with pregnancies 
up to nine weeks’ gestational age. Available at: <http://www.webworldinc. com/fpamg/abortion _pill.htm> (visited: 

ils July 7, ee (Medical abortion i is limited. to patients less than n nine e weeks pregnant 2 as verified by ultrasound. e 
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the pee een typically with instructions to administer it to herself vaginally’ at home 
: i days later.*”” Yet home adinitiatration of eaeere As ee to stat pat cae agree to 
in the Patient Agreement, which states that “I will . . . retirn to my provider’s office in 2 days 
(Day 3) to check if my pregnancy has ended. My provider will give me mipioeol if] am still 
pregnant.’ The Population Council argued in favor of and FDA considered the benefits of 
self-administration at home, chief among which is the reduced burden on abortion providers and 
their facilities, but the agency concluded that these benefits are outweighed by the significant 


risks to women." The second visit affords the physician the opportunity to monitor the status of 


316 ‘The likely reason that FDA’s approved regimen calls for oral administration is that it is the only mode of 
administering misoprostol that is currently approved by the FDA. As discussed above, however, the use of 
misoprostol in conjunction with mifepristone to effect abortions i is itself an ‘unapproved indication, ~~ 


3!7 Presidential Women’ s Center in West Palm Beach, Florida, for example, gives women “four Misoprostol 200 
meg tablets to take home.. Forty eight hours after the Mifepristone tablets have been administered the woman 
‘moistens four Misoprostol tablets with tap water and inserts them high into her vagina with her fingers.” Available 
at: <http://www. presidentialcenter. com/medical html> (visited July 7, 2002). See also: — 
<http://www.heritageclinic.com/abortion/medical_abortion_pill.htm> (visited July 4, 2002) (Two days after the 

- patient takes mifepristone, she “inserts Cytotec vaginally, which causes the uterus to contract and expel the embryo. 
This is very similar to the procedure that was FDA approved in 2000 and is approximately 98% effective. Note: 
The FDA approved protocol calls for 3 Mifeprex pills taken orally the first day and 2 Cytotec pills taken orally two 
days later. However, subsequent studies have show[n] 1 oral Mifeprex and 4 vaginal Cytotec to be as effective with 
less gastro-intestinal upset.”); see also: <http://www.fwhc.org/concord/pages/mifepristone.html> (visited July 7, 
2002) (Concord Feminist Health Center’s web site describes the second phase of the procedure: “In a few days she 
inserts misoprostol tablets into her vagina. The pregnancy usually ends at home within four hours.”); see also: 
<http://www.gynemed.org/ru.html> (visited July 7, 2002) (Gynemed Surgi-Center’s web site states: “You will be 
given two doses of Misoprostol tablets and instructions on how to insert them into your vagina, which you wil[l] do 
48 hours after taking RU486.”); see also: <http://www.hopeclinic.com/medab htm> (visited July 7, 2002) (Hope 
Clinic for Women, Ltd. Explains: “You will receive pills, misoprostol G ‘miss 0 pross tul’ *: to take home with you. 
You will be instructed when to use them; they are placed vaginally.”). Even the National Abortion Federation, — 
which initiated a nationwide advertising campaign for Mifeprex, sanctions home administration of misoprostol in its 
“Medical Abortion Start-Up Packet.” See National Abortion Federation, “Protocol Recommendations for Use of 
Mifepristone and Misoprostol in Early Abortion,” Early Medical Abortion with Mifepristone or Methotrexate: 
Overview and Protocol Recommendations (Washington, D.C.: National Abortion Federation, 2001) at 36 (“Home 
administration of vaginal misoprostol has been found to be safe and effective up to 63 days’ gestation and is highly 
acceptable to patients.”). 


318 See Patient Agreement, Item 14. See also Mifeprex Medication Guide, aitiich explains that on “Day 3 at your 
provider’s office,” “your provider will check to see if you are still pregnant,” and “[i]f you are still pregnant, take 2 
misoprostol tablets.” 


319 EDA, which in its 2000 Mifepristone Approvable Letter, agreed to the Population Council’s proposal to allow 
home administration of misoprostol, rejected that option after reconsideration of the issue. See Mifeprex Approval 
Memo, infra Appendix A, at 2-3 (“The approvable letter issued by FDA on 2/18/2000 agreed to the Population 

-. Council’s statement that women could have the option of taking misoprostol on Day 3 either at home or at the 
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the termination” and aSSess the need for misoprostol — tasks which cannot be delegated to the 


patient in ee the second na enables patients whose abortions are camplete to avoid 
having to take misoprostol.” 

Danco and the Population Council have not effectively constrained providers of Mifeprex 
to adhere to the approved regimen. It appears instead. that Danco and the Population Council 
have ignored well-publicized departures from that regimen. Deviations from the approved 
regimen are particularly troubling because the patient is told to disregard the regimen that she 
reads about in the Medication Guide and pledges to follow in the Patient Agreement. When a 


drug is approved under Subpart H, the drug’s sponsor is responsible for ensuring compliance 


prescriber’s office. However, data provided by the Population Council supporting home use was re-reviewed and 
found not to provide substantial evidence for safety and efficacy. ... Returning to the health care provider on Day 3 
for misoprostol, as in the U.S. clinical trial, assures that the misoprostol i is correctly administered. This requirement 
has the additional advantage of contact between the patient and health care provider to provide ongoing care and to 
reinforce the need to.return on Day 14 to confirm that expulsion has occurred.”). 


32° Because of the complications that can arise, periodic monitoring during the termination process is important. 

For the significant percentage of patients that fail to return for the third visit, the second visit may be the last 

opportunity for a health care provider to monitor the termination. In the U.S. Clinical Trial, five percent of patients 

failed to return for the third visit. See Medical Officer’s Review, infra Appendix A, at 10. In other studies, the 

“loss to follow-up has ranged from three to eleven percent.” See Spitz Article, infra Appendix A, at 1246 (citations 

omitted). The rate of patients who do not complete the entire regimen in routine clinical practice is likely to be even 
higher as they will not necessarily be subject to the U.S. Clinical Trial’s exclusion criteria, which, among other 

things, excluded women who were “unlikely to understand and comply with the requirements of the study.” 

Medical Officer’s Review, infra Appendix A, at 9. 


21 See ACOG Practice Bulletin, infra Appendix A, at 6 (Gilas Mitchell Creinin, et al., “Methotrexate and 
Misoprostol for Early Abortion: A Multicenter Trial,” Contraception 53 (1996): at 321. -27) (“Women as well as 
their practitioners are often unable to judge correctly if the women have aborted by evaluating symptomatology. In 
clinical trials with methotrexate and misoprostol, only about half of women who thought they had aborted actually 
had done so.”); Beth Kruse et al., “Management of Side Effects and Complications in Medical Abortion,” American 
Journal of Obstetrics and Gynecology 183 (2000): S65-375, S73 (“Studies demonstrate that women may be unable 
to judge correctly on the basis of symptoms whether abortion has occurred. a) 


322 For those patients whose abortions are not complete, the benefits of in-clinic misoprostol use would be enhanced 
if patients were required to spend several hours afterward in the abortion facility, where they would have ready 
access to pain medication and other medical help even if the abortion does not occur during the observation period. 
The Population Council persuaded FDA not to include this requirement, ‘which was included in the protocol for the 
U.S. Clinical Trial. Forty-nine percent of the participants expelled their pregnancies during the four-hour 
observation period after the administration of misoprostol. See Spitz Article, infra Appendix A, at 1243. 
Nevertheless, a post-misoprostol waiting period was likely disfavored because the protracted presence of large 
numbers of bleeding and oe women n could opiates. a strain on n abortion. facilities. i 
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with the restrictions included in the approved regimen for use of the drug.” The Population 
Council and Danco have shirked this responsibility. FDA, therefore, should withdraw its 


approval of Mifeprex. 


L THE U.S. CLINICAL TRIAL FOR MIFEPRISTONE DID NOT MIRROR 
THE ANTICIPATED CONDITIONS FOR THE ULTIMATE USE OF THE 
DRUG | 


As a general rule, “Phase 3 trials are usually [conducted] in settings similar to those 
anticipated for the ultimate use of the drug.’”*** FDA, however, approved a regimen that does not 
contain important safeguards that were employed in the U. S. Clinical Trial.°” In the U.S. 
Clinical Trial, for example, the investigators relied on transvaginal ultrasonography (along with 
menstrual history and pelvic examination) to confirm the gestational age of each pregnancy.’ 
The use of sie nour ule also excluded women with ectopic pregnancies. Moreover, 
physicians participating in the U.S. Clinical Trial had experience in performing surgical 
abortions, were trained in the administration of the mifepristone-misoprostol procedure, and had 
admitting Bi vileue at medical facilities that could provide emergency care and 


hospitalization.>”” In addition, “[a]ll patients were within one hour of emergency facilities or the 


33 See Subpart H F inal Rule, 57 Fed. Reg. at 58953 (“The limitations on distribution or use required under this rule 
are imposed on the applicant. Therefore, the burden is on the applicant to ensure that the conditions of use under 
which the applicant’s product was approved are being followed.”). 


°4 Bertram G. Katzung, M.D., Ph.D., and Barry A. Berkowitz, Ph.D., “Basic & Clinical Evaluation of New Drugs” 
in Bertram G. Katzung, ed., Basic ond Clinical Pharmacology, “gt ed. ‘Norwalk: Appleton & Lange, 1989): at 56. 


325 The French Clinical Trials, which were not performed by the Population Council, are not discussed here because 
they were not conducted for the purpose of supporting the mifepristone NDA and, therefore, were not designed to 
reflect American conditions of use. 


6 See Spitz Article, infra Appendix A, at 1242. 


27 «The types of skills physicians had in the U.S. clinical trial were: 1) the ability to use ultrasound and clinical 
examination to date pregnancies and diagnose ectopic pregnancies, 2) the ability to perform surgical procedures, 
including dilation and curettage, vacuum suction, and /or surgical abortions, for bleeding or incomplete abortion, 
and, 3) they had privileges at medical facilities to provide emergency resuscitation, transfusion, hospitalization, etc. 
Physicians were trained to use the drug per protocol. Fourteen of the seventeen physicians in the U.S. clinical trial 


"were obstetricians/ gynecologists.” Mifeprex Approval Memo, infra Appendix A, at 5. Medical Officer’ 's Review, 
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facilities of the ee ee investigator.” as In the U. S. Clinical Trial, after taking 
fiicoproseal ‘women were mionitored for out hours for pavers events.” F DA has not 


retained these requirements governing peas training, ultrasound, the post-misoprostol 


waiting feria’ or shysiciat privileges at facilities that provide emergency care. 330 FDA should — 


not have extrapolated conclusions about the safety and efficacy of FDA's approved regimen 
from data generated under trial conditions not mirroring the approved regimen. Effectively, | 
therefore, the agency eat a drug regimen that it had not tested. 

J. BY WAIVING THE PEDIATRIC STUDY REQUIREMENT, FDA MAY 

HAVE ENDANGERED THE HEALTH OF ADOLESCENT GIRLS 

FDA’s approval of Mifeprex violated FDA’s regulations, effective April 1, 1999, 
requiring that new drugs be tested for safety and effectiveness in the pediatric population 
(collectively, the “Pediatric Rule’”’).*| Requiring data on girls age 18 and under also would have 
bea ee ith the ouidelines for trials in the pediatric Bopulstion that FDA accepted at the 
infra Appendix A, at 6 (The U.S. Clinical Trial was “conducted at entcis tat could partoeni ee by either 


vacuum aspiration or dilatation and curettage and had access to facilities that provided blood transfusions and 
performed routine emergency resuscitation procedures.”). 


8 Mifeprex Approval Memo, infra Appendix A, at 5. The “one hour travel distance restriction in the clinical trial 
was intended to ensure access by patients to emergency or health care services.” Jd. FDA contends that concerns 
arising from the elimination of the geographical proximity rule have “been dealt with through labeling, which makes 
it clear that if there isn’t adequate access to emergency services, the medication is contraindicated.” Mifeprex 
Approval Memo at 5. 


39 See Spitz Study, infra Aas A, at 1242. 


530 The Prescriber’s Agreement requires only that the supervising physician be “able to assure patient access to 
medical facilities equipped to provide blood transfusions and resuscitation, if necessary.” By contrast, the protocol 
for the U.S. Clinical Trial required that the physician have “privileges at medical facilities to provide emergency 
resuscitation, transfusion, hospitalization, etc.” Mifeprex Approval Memo, infra Appendix A, at 5, The shift in © 
focus from access by the provider of the abortion to access by the woman who has the abortion, attenuated the link © 
between the abortion provider and the emergency care provider, a link that is critical to ensuring that women receive 
timely emergency care. 


33) See Regulations Requiring Manufacturers to Assess the Safety and Effectiveness of New Drugs and Biological 
Products in Pediatric Patients, Final Rule, 63 Fed. Reg. 66632 (Dec. 2, 1998) (Pediatric Adopting Release). The 
notice of proposed rulemaking was released as: Regulations Req ; Manufacturers to Assess the Safety and 
Effectiveness of New Drugs and Biological | Products ii in | Pediatr s, Pre posed . Rule, 62 Fed. ‘Reg. ‘43900 
(Aug. 15, te , rk Ae 
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ization.*” Nevertheless, in the Mifeprex Approval Letter, 


FDA stated, “We are waiving the pediatric study requirement for this action on this 


application.”** Thus, FDA approved Mifeprex for use without requiring safety and effectiveness 
testing for the pole population.** 


As FDA noted when it adopted the Pediatric Rule," ay au the drugs and biological 


_ products that are ical) used i in pediatric patients carry disclaimers stating that safety and 


effectiveness in pediatric patients have not been established.” FDA observed that “the absence 
of pediatric labeling information poses significant risks for children.”*** The ICH has noted that 

adolescence “is a period of sexual maturation, medicinal products may interfere with the actions 

of sex hormones and impede development.” Such hormonal changes may “influence the 


results of clinical studies.”** These concems for the health of infants, children, and adolescents 


332, FDA Guidance: E11 Clinical Testing for Pediatric Uses at 9 and 11 (Heading for Section 2.5 5). FDA, 
cognizant of the need for such studies, obtained a commitment from the sponsor i in 1996 to conduct Phase IV studies 
to examine the safety and efficacy of the regimen in girls under 18 years of age. FDA subsequently curtailed this 
Phase IV study requirement when it approved the Mifeprex NDA. 


333 Mifeprex Approval Letter at 3. 


34 The Mifeprex Label accordingly included the standard disclaimer employed in drug labeling when the drug 
sponsor has not provided sufficient information to support a | pediatric 1 use ‘for the drug: “Safety and effectiveness in 
pediatric patients have not been established.” 


°3° Pediatric Adopting Release, 63 Fed. Reg. at 66632. 

336 Pediatric Adopting Release, 63 Fed. Reg. at 66632. 

°37 EDA, “Guidance for Industry: E11 Clinical Investigation of Medicinal Products in the Pediatric Population” — 
(Rockville, Md.: Dec. 2000): at 11 (§ 2.5.5) (“FDA Guidance: E11 Clinical Testing for Pediatric Uses”). Section 


2.5.5 states that the adolescent subgroup should extend from “12 to 16-18 years (dependent on region).” Id. at 11-12 
(§ 2.5.5). 


*°8. See FDA Guidance (ICH: E11): Clinical Testing for Pediatric Uses at 12 (§ 2.5. 5). These ICH concerns, quoted 
below, pertaining to the difficulty of testing drugs in the adolescent population amplify the need for FDA to have 
required clinical study of the difficulties that might arise when teenage girls undergo the Mifeprex Regimen: 


Many diseases are also influenced by the hormonal changes around puberty (e.g., increases in insulin 
resistance in diabetes mellitus, recurrence of seizures around menarche, changes in the frequency and 
severity of migraine attacks and asthma exacerbations). ‘Hormonal changes 1 may ‘thus influence the results 
of clinical studies. 


Within this age group, adolescents are assuming responsibility for their own health and medication. 
~Noncompliance is a ‘special problem, particularly when medicinal products (for example, steroids) affect 
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prompted FDA to begin. the rullaking that culminated with the i issuance ot the Pediatric Rule, 
establishing “ a , presumption that all new ‘drugs and biologics will be studied i in pediatric patients” 
unless the requirement is waived.” More soobihcally: the Pediatric Rule requires that applicants 
seeking SS aoual for new chemical entities: new biological products, new active ingredients, new 
indications, new dosage forms, new dosing regimens, and new routes of administration contain 

_ safety and effectiveness information on relevant pediatric age groups.” 

FDA made clear that the Mifeprex NDA was covered by the Pediatric Rule." 


Nevertheless, FDA fully waived the rule for Mifeprex without explanation. Full or partial 


appearance. In clinical studies compliance checks are important. ‘Recreational use of unprescribed drugs, 
alcohol, and tobacco should be specifically considered. : 


The upper age limit varies among regions. It may be possible to include older adolescents i in adult 
studies, although issues of compliance may present problems. Given some of the unique challenges of 
adolescence, it may be appropriate to consider studying adolescent patients (whether they are to be 
included in adult or separate protocols) in centers knowledgeable and skilled i in the care of this special 

~ population. ”). 


Id. 1205.5. 


38° Pediatric Adopting Release, 63 Fed. Reg. at 66634 (introduction to “II. Highlights of the Final Rule”). The 
importance of testing drugs in children was highlighted during the recent controversy surrounding FDA’s attempt to 
suspend the Pediatric Rule. FDA’s planned two-year suspension came in response to the passage of the Best 
Pharmaceuticals for. Children Act, which offers incentives for manufacturers to test drugs in children. Public Law 
No. 107-109, 115 Stat. 1408 (“BPCA”). See also Association of American Physicians and Surgeons, Inc. v. FDA, 
Defendants’ Motion for Stay of Proceedings, Civil Action No. 00-2898 (HHK) (Mar. 18, 2002). FDA later reversed 
its position in response to criticism from physicians and members of Congress. FDA’s attempt to suspend the 
Pediatric Rule prompted the introduction of i identical legislation i in the House of Representatives and the Senate to — 
codify the Pediatric Rule. See 8. 2394, 107" Congress, a8 Session (2002) (co-sponsors: Senators Hillary Rodham 
Clinton (D-NY), Mike DeWine (R-OH), and Chris Dodd (D-CT)); and H.R. 4730, 107" Congress, 2™ Session 
(2002) (co-sponsors: Representatives John D. Dingell (D-MI), Henry A. Waxman (D- CA), Rosa DeLauro (D-CT), 
‘Anna Eshoo (D- CA) and Sherrod Brown (D-OH)). As Senator Hillary Rodham Clinton, a co-sponsor of the Senate 
bill explained, “if we want to protect our children over the long term, then we in Congress need to step in and make 
“the Pediatric Rule the law of the land. Short of taking that action, we risk denying children the protection that we 
require for adults.” Press Release, “Senators Will Introduce Legislation to Codify Pediatric Rule” (Apr. 17, 2002) 
(available at: <http://clinton.senate. gov/~clinton/news/2002/04/2002417811. html>). See also Marc Kaufman and 
_Ceci Connolly, “U.S. Backs Pediatric Tests In Reversal on Drug Safety,” Washington Post (April 20, 2002): at A3. 
3° Pediatric Adopting Release, 63 Fed. Reg. at 66634 (“A. Scope of the Rule”), and as required pursuant to 21 
C.E.R. § 314.55(a). 
#4! The Mifeprex Approval Letter stated: “Be advised that, as of April 1, 1999, all applications for new active 
ingredients, new dosage forms, new indications, new routes of administration, and new dosing regimens are required 
to contain an assessment of the safety and effectiveness of the product in pediatric patients unless this requirement is 
‘waived or deferred (63 FR 66632). We are waiving the pediatric study requirement for this action on this 
application.” spas Approval Letter at 3, Because the Pie ka NDA‘ was filed before the Pediatric Rule went 
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waivers of the pia aoe) requirement may be grated either upon request 0 of the applicant or 


. by EDA. on its own motion.” Both FDA initiated and sponsof-requested waivers must one 


certain criteria. FDA is required to grant a full or partial saiver “if the agency finds that there is 


a reasonable basis on which to conclude that one or more of the grounds for waiver ... have been 


met.”**° 


Section 314.55 provides three procedural tracks by which an nee may obtain a 
waiver of the study requirement. The first requires that two conditions being met: (1)“[t]he 
drug product does not represent a meaningful therapeutic benefit over existing treatments for 
pediatric patients and (2) the drug product “is not likely to be used in a substantial number of — 
pediatric patients.” With respect to this basis for waiver, F DA has “emphasize[d] that the study 


requirement applies to a product that offers a meaningful therapeutic benefit even if it is not used 


ina substantial number of pe pas and. vice versa,” As noted above, FDA, in 


; connection with i its on to approve Mifeprex iad st Subsadt H, concluded that the 


Mifeprex Regimen provides a therapeutic benefit over the existing treatment — surgical 


into effect, if a waiver had not been granted, the Population Couincil would have had until December 2, 2000 to 
submit “an assessment of pediatric safety and effectiveness.” See Pediatric Adopting Release, 63 Fed. Reg. at 
66658-59 (“V. Implementation Plan”). 


*? Although it appears that FDA waived the rule sua sponte, FDA should have required the manufacturer to provide 
certain information to support the waiver.. The agency has not released such documents to the public in response to 
FOIA requests. When it adopted the Pediatric Rule, the agency noted: “FDA agrees ‘that the burden is on the 
manufacturer to justify waivers, but believes that the rule already adequately imposes that burden. The rule requires 
both a certification from the manufacturer that the grounds for waiver have been met and an adequate justification 
for the waiver request.” Pediatric Adopting Release, 63 Fed. Reg. at 66648 (§ 29). 


3 21 CER. § 314.55(c)(4)(“FDA action on waiver. »), 

4 21 CER. § 314.55(c)(2)\(i). 

5 Pediatric Adopting Release, 63 Fed. Reg at 66635 (“ILD.2. Waiver of the Study Requirement,” ” see first — 
parpeneh) 
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abortion." This conelusion by itself sian FDA fiom using g the frst method for granting 
waiver of the Pediatric Rule. a | 

Even if FDA had not judged the Mifeprex Regimen to offer : “meaningful therapautic 
benefit,” the a requirement for waiver in this first track is not met because Mifeprex can be 
expected to be ea in a “substantial number of pediatric patients,” which FDA defines as _ 
“50,000 pediatric patients with the disease for which the drug or biological product is 
indicated.”** In the Pediatric Adopting Release, FDA stated that the “relevant age groups 
will. . . be defined flexibly.” With respect to Mifeprex, it would have been appropriate to 


classify girls under the age of 18 as pediatric patients because safety and effectiveness in this 


under, then we eee that there Wete 357,200 pediatric pregnancies per year from 1995 to _ 
1997 in the United States. TE the pete population sede all girls age 16 and under, then 
we estimate Sika: there were a total of 196, 520 pregnancies per year from 1995 to 1997. 32 Byenif 


the pediatric population encompasses only girls age 15 and under, we estimate that there were 


346 See Mifeprex Approval Memo at 6. 


47 EDA noted that, for purposes of the Pediatric Rule, it would rely “in part, on CDER’s current administrative 
definition of a ‘Priority’ drug, applied to pediatric populations” to define “meaningful therapeutic benefit.” The 
phrase, “meaningful therapeutic benefit,” appears identical in the Subpart H and Priority review contexts. As noted 
above, Mifeprex was accorded priority review. The modifications to “meaningful therapeutic benefit” for: purposes 
of the Pediatric Rule appear to have broadened the scope of the phrase. See Pediatric Rule, 63 Fed. Reg. at 66646. — 


8 Pediatric Adopting Release, 63 Fed. Reg. at 66647. 


°° Pediatric Rule, 63 Fed. Reg. at 66634 (“C. Age Groups”). After noting comments to the proposed rule that — 
argued for flexibility in setting age definitions (including a a comment arguing for “pediatric patient” to include those 
“from 0 to 21 years”), FDA stated that “the age ranges identified in the proposal may be inappropriate in some ~ 
instances” and that it had “deleted the references i in the rule to specific age ranges.” Id. at 66651. 


ane Although FDA acknowledged that the safety and effectiveness of Mifeprex * were not studied in girls under age 
18 and required a statement to that effect in the labeling, the agency anticipated and even encouraged use in this 
population when it stated that: “there is no biological reason to expect menstruating females under age 18 to have a 
different physiological outcome with the regimen. The Spitz data actually suggests a trend towards increased 
success of medical abortion with } younger patients.” Mifeprex Approval Memo at 7. 


°51 See infra Appendix B at B-3. 
°°? See infra Appendix B at B-4. 
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| 85,5 960 pregnancies per year from 1995 to 1997 in this ae range. oe "Thus, , under any definition 


of the pediatric population, the 50 000 pe cut-off set forth in ie Padiaivic Adopting Release 
is exceeded. In sum, neither of the requisite conditions for a waiver of the Pediatric Rule under — 
the first waiver track provided in Section 314.55 is satisfied." _ 


Second, FDA may also waive the pediatric study requirements if the “necessary studies 


_are impossible or highly impractical because, e.g., the number of such patients is so small or 


geographically dispersed: FDA explained that “that this ground for waiver [must] be 


interpreted narrowly”: as 


Although the number of patients necessary to permit a study must be decided on a case- _ 
by-case basis, FDA agrees that there are methods available to conduct adequate studies in 
very small populations. ... Because of the speed and efficiency ofmodem 
communications tools, geographic dispersion will justify a waiver only in extraordinary — 
circumstances and will generally have to be coupled with very small population size. _ 
FDA is not persuaded that inability to recruit patients because of parental fears associated . 

_ with ¢ administration of the drug is an adequate basis to conclude that studies are 
impractical where there i is also evidence that similar products are regularly prescribed to 
pediatric patients outside of clinical trials.*” 


Pediatric Mifeprex studies would not have been either “impossible or highly impractical.” As 
described above and in Appendix B, the population of pediatric females that becomes pregnant — 


each year is large and the female population is evenly distributed throughout the United States. — 


-Thus, this second" waiver track available under Section 314. 55 could not have. been satisfied (and 


| FDA apparently has not taken a position to the conn). 


FDA may waive the pediatric study requirement ‘under Section 314.55’s third waiver 
track when “[t]here is evidence strongly suggesting that the drug product would be ineffective or 
°°. See infra Appendix B at B-4. 


354 See 21 CER. § 314.55(c)(2)(i). 
9° See 21 CER. § 314.55(c)(2)(ii). 


_ Pediatric Adopting Release, 63 Fed. Reg. at 66647 (§ 26, final paragraph). 
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unsafe in all pediatric age groups." As noted above) FDA epderied fhe proposition that “tiero 
is - biological reason is ad eoateiae fesniles oe 2 18 to ane a different | | 
physiological outcome with the regimen.”*” Thus, by suggesting that Mifeprex could be used 
appropriately in the pediatric population, FDA eliminated this third track as a possible basis for 
waiver. 

Absent a waiver or deferral, the Pediatric Rule requires any drug application to “contain 
data that are adequate to assess the safety and effectiveness of the drug product for the claimed 
indication in all relevant pediatric subpopulations... .’°° FDA is authorized instead to 
extrapolate such data from adult studies “[w]here the course of the disease and the effects of the 
drug are sufficiently similar in adults and pediatric patients.”’°' The underlying adult studies, 


however, must be “adequate and well-controlled.’° As noted above, the Population Council did 


not WANE oe evidence from adequate and well- controlled studies as to the Safety and effectiveness 


of Mifeprex i in 1 the waa population: Reliance ¢ on n these flawed adult studies for ¢ a determination 


of the safety and effectiveness of Mifeprex in the pede population was inappropriate. 


Furthermore, to assume that the effects of a potent antiprogesterone, mifepristone, and a 


*°7 Pediatric ae Release, 63 Fed. Reg. at 66647 (§ 26, final paragraph). 
*8 21 CFR. § 314.55(c)(2)(iii). 
fe -Mifeprex Approval Memo at 7. 


360 21 CFR. § 314.55(a). FDA stated that it was waiving the Pediatric Rule. iifenivex hora Letter at 3. The 
agency did not assert that it had made a determination that pediatric studies were not required because the adult trials 
were sufficient to support extrapolation of conclusions as to safety and effectiveness in the pediatric population. 
However, because FDA failed to provide any justification for its waiver, it is difficult to determine whether the 
agency was, in fact, relying on this provision to eliminate the pediatric study requirement for Mifeprex. 


36! See 21 C.F.R. § 314.55(a). 


6 See 21 CFR. § 314.55(a). 
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Oe ae ee oe alee stam pte gaan adults cai bp cattapolaten to proguat 
adolescents, aie an stil developine physiolo gically and Deni iy is nee unsound.>* | 
FDA violated its own rules when it siaived the Pediatric Rule in the face of explicit 
criteria that necessitated compliance with the rule.*“ Furthermore; FDA offered no explanation 
for its determination to waive the rule. oe FDA's treatment of other drugs illustrates, a waiver 
went have ener ante if Mifeprex ad ay Bee tested in sede and labeled 
accordingly, or if the Pediatric Rule’s criteria for waiver were satisfied. Because FDA waived 
the study requirement in the face of explicit criteria that appear to prohibit such action in this © 
instance, the agency violated its rule. In addition to violating Section 314.55, FDA’s 
unexplained waiver of the Pediatric Rule for the Mifeprex NDA constitutes agency action that is 


arbitrary, capricious, an abuse of discretion, or otherwise not in accordance with law.* 


368 The Mifeprex Revimen acts upon the reproductive syaieti which changes dramatically dag adalescetce. 


Adolescents, for example, could face disruptions in ovulatory function as a result of concentrations of mifepristone — 
in developing ovarian follicles, or other health problems. Moreover, teenagers may face heightened risks arising 
from decreased compliance with the full regimen, poor recall of their last menstrual period, and their reluctance to 
tell others about their pregnancies. 


364 Of course, a partial waiver of the study requirement is appropriate for the non-adolescent pediatric sub- -groups. 
See 21 CFR. § 314.55(c)(3). According to FDA Guidance (ICH: E11): Clinical Te esting for Pediatric Uses, the 
pediatric sub-populations other than “adolescents” are: 1) preterm newborn infants; 2) term newborn infants (0 to 27 
days); 3) infants and toddlers (28 days to 23 months); 4) children (2 to 11 years). FDA Guidance (ICH: ‘EIL): 
Clinical Testing for Pediatric Uses at 9 (§ 2.5). 


*6° In April 2000, FDA approved a suitability petition for Pamidronate Disodium Injection, 3 mg/mL, 10 mL vials, 
and 9 mg/mL, 10 mL vials, the listed drug products for which are Aredia (Pamidronate Disodium for Injection), 30 
mg/vial and 90 me/vial, and determined that the “proposed change i in dosage form is subject to the Pediatric Rule 
but that a full waiver of the pediatric study requirement .. . is appropriate. *’ See Letter, FDA to Mitchall G. Clark 
(April 18, 2000): at 1 (Docket No. 00P-0091/CPI) (concluding “that investigations are not necessary to demonstrate 
the safety and effectiveness of your proposed product in the pediatric population since the necessary studies are 
impossible or highly impractical because the number of patients is small and geographically dispersed”). See also 
Letter, FDA to The Weinberg Group, Inc. (June 13, 2000): at 1-2 (Docket No. 99P-5447/CPT) (approving a generic 
manufacturer’s petition to file an Abbreviated New Drug Application for Cefaclor Chewable Tablets, 125 mg, 187 
mg, 250 mg, and 375 mg, the listed drug products for which are Ceclor (Cefaclor) for Oral Suspension, 125 
mg/SmL, 187 mg/S5mL, 250 mg/SmL, and 375 mg/S5mL because FDA determined that the “proposed change in 
dosage form is subject to the Pediatric Rule” but “that investigations are not necessary to demonstrate the safety and 


‘effectiveness of your proposed products in ‘the pediatric population, because the specific drug products that you 


reference are adequately labeled for pediatric use”). 
36° FDA has required numerous drug sponsors to comply with the Pediatric Rule, but it approved Mifeprex without 


- stating its basis for vous the requirement. ‘See, e.g., Letter, FDA to ‘King & Spalding Gune 13, 2000): at 1 
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REQUIREMENTS WAS ARBITARY, CAPRICIOUS, AN ABUSE OF 
DISCRETION, OR OTHERWISE NOT IN ACCORDAN' CE WITH LAW 


Not only did FDA improperly and without ie nee waive its own pediatric testing 
requirements, but it also inexplicably narrowed the scope of the Population Council’s 
commitments to conduct pest eppra Phase IV studies. Asa general rule, ne clinical trials 
required by F DA to support an NDA are adequate to ediablizh short-term driig safety and 
effectiveness. The standard pre-approval clinical trials, however, are typically incapable of — 
providing either the amount or type of data necessary to assess a drug’s long-term effects.**’ 
Phase IV, which occurs after a drug is approved, provides the opportunity to “monitor[ ] the 


safety of the new drug under actual conditions of use in large numbers of patients.”** Not only 


(Docket No. 99P-2776/CPI) (denying a generic manufacturer’s petition to file an Abbreviated New Drug 
Application for Oxycodone Hydrochloride and Acetaminophen Oral Solution, 7.5 mg/500 n mg per 15 mL, the listed 
drug product for which is Oxycodone and Acetaminophen Tablets 7.5 mg/500 mg, based on the fact that FDA “has 
determined that your proposed change in dosage form is subject to the Pediatric Rule and has concluded that 
investigations are necessary to demonstrate the safety and effectiveness in the pediatric population . . . Therefore, 
the Agency concludes that the proposed product should be evaluated for safety and efficacy in the pediatric 
population.”); Letter, FDA to Abbott Laboratories (Sept. 29, 1999): at 1-2 (Docket No. 98P- 0821/CPI) (denying a 
generic manufacturer’s petition to file an Abbreviated New Drug Application for Hydromorphone Hydrochloride 
Injection, 0.2 mg/mL, 30 mL vials, the listed drug product for which is Dilaudid-HP Injection, 10 mg/mL, 5 mL 
ampoules and 50 mL vials, because the “proposed change in route of administration is subject to the Pediatric Rule,” 
“clinical trials are required for this specific drug product,” and “investigations are necessary to demonstrate the 


~ safety and effectiveness in the pediatric population”). 


387 A.G. Gilman, T.W. Rall, A.S. Nies, P. Taylor, eds., The Pharmacological Basis of Therapeutics, 8th ed. (New 
York: Pergamon Press, 1990): at 77 (“Although assessment of risk is a major objective of [clinical trials], this is far 
more difficult than is the determination of whether a drug is efficacious for a selected condition. “Usually about 500° 
to 300 carefully selected patients receive a new drug during phase-3 clinical trials... . Thus, the most profound and 
overt risks that occur almost immediately after the drug is given can be detected in a 1 phase-3 ‘study, if these occur 
more often than once per 100 administrations. Risks that are medically important but. delayed ¢ or less frequent than 1 
in 1000 administrations may not be revealed prior to marketing. It is thus obvious that a number of unanticipated 
adverse and beneficial effects of drugs are only detectable after the drug is used broadly.”). 


3% Bertram G. Katzung, M.D., ed., Basic and Clinical Pharmacology, 4" ed. (Norwalk, CT: Appleton & Lange, 
1989): at 56. “Final release of a drug for general prescription use should be accompanied by a vigilant 
postmarketing surveillance program. The importance of careful and complete reporting of toxicity after marketing 
approval by the FDA can be appreciated by noting that many drug-induced effects have an incidence of 1:10,000 or 
less. ... Because of the small numbers of subjects in phases 1-3, such low-incidence drug effects will not generally 


be detected before Phase 4, no matter how carefully the studies are executed. Phase 4 has no fixed duration. ” Td. at 
oe ok ae 
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: 7 FDA approve the NDA on 1 fhe. basis of clinical trials s so defective with respect to their design — 


ahd execution as to ade them insufficient to establish short- term safety and effectiveness, but 
FDA also permitted the Population Council to substantially ue dca the Phase IV trials that it 
would perform. _ 

In response to an FDA request, on September 16, 1996, the Population Council agreed to | 
conduct a set of Phase IV studies.” FDA “reminded” the Population Council of these 
commitments in both the 1996 and 2000 Approvable Letters.*” The Population Council agreed 
to perform studies with the following objectives: | : 


1. To monitor the adequacy of the distribution and credentialing system. 

2. To follow-up on the outcome of a representative sample of mifepristone-treated 
women who have surgical abortion because of method failure. 

3. To assess the long-term effects of multiple use of the regimen. . 

4. To ascertain the frequency with which women follow the complete treatment regimen 
and the outcome of those who do not. 

>»; Fe Study the safety and efficacy of the regimen in women (1) under 18 years of age, 

2. (2) over age 35, and (3) who smoke. ~ 
6. To ascertain the effect on children born after treatment failure.*” 


These studies would have addressed some of the health issues that were not evaluated during 
pre-approval testing. 
The Mifeprex Approval Letter released on September 28, 2000, however, contains only 


two Phase 4 study obligations, a radical curtailment of the earlier commitments.*” The letter 


3 FDA made its \eaiese on August 22, 1996, after it had received Phase IV study recommendations from the FDA 
Advisory Committee. See Medical Officer’s Review, infra Appendix A, at 20-24. 

37 ‘See 1996 Mifepristone Approvable. Letter, infra Appendix A, at sc 8 and 2000 Mifepristone Approvable Letter, 
infra Appendix A, at 5. 

371 1996 Mifepristone Approvable Letter, infra Appendix A, at 7-8 and 2000 Mifepristone Approvable Letter, infra 
Appendix A, at 5. 


3? See Mifeprex Approval Letter, infra Appendix A, at 2-3. a 
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stated that “the following Phase 4 commitments, specihod i in the ee Council’ s] 


; $9373 _ 


(1) “A cohort-based study of safety outcomes of patients having medical abortion under 
the care of physicians with surgical intervention skills compared to physicians 
who refer their patients for surgical intervention.”>* 

(2) “A surveillance study on outcomes of ongoing pregnancies.’*” 

FDA stated that “[p]revious study questions related to age, smoking, and follow-up on day 14 
(compliance with return visit) will be incorporated into this cohort study, as well as an audit of | 
signed Patient Agreement forms.” The agency, thus, compounded its failure to require the 
Population Council and Danco to comply with the strictures of the Pediatric Rule when it _ 
permitted them to consider the effect of the Mifeprex Regimen on patients under 18 as part of 


another study rather than as a separate Phase IV study.°”’ The Approval Letter explained that 


ae Mifeprex Approval Letter, infra Appendix A, at 2. 


bs Mifeprex Approval Letter, infra Appendix A, at 3. The Population Council acknowledged three weaknesses of 
this study. First, the sample size would be limited so that the sponsor “will only be able to determine whether the 
cornbined safety rates of hospitalizations, medically necessary surgical interventions, and IV fluids in each of the 
two cohorts are within plus or minus 5 percentage points of the expected 2% rate. We will not be able to detect 
differences of individual safety outcomes such as blood transfusions and deaths.” See Amendment 062 to the NDA, 
Revised Materials (Sept. 19, 2000): at 3. [FDA FOIA Release: MIF 007896- -7903]. Second, the Population Council 
predicted that it might have difficulty finding women who were referred to another ‘provider for care. Id. at 3-4. 
Third, it might be difficult to find women who did not return for their follow-up visit. Id. at 4. These three study 
weaknesses appear, at least in part, to stem from faulty selection criteria for study subjects. Patients should not be 
enrolled in a study unless they are willing to comply with follow-up visits and telephone i inquiries. Additionally, 
informed consent forms authorize investigators to request medical records ee) other health care providers. — 


37° Mifeprex Approval Letter, infra Appendix A, at 3. 


ie Mifeprex Approval Letter, infra Appendix A, at 3. These issues were characterized by the sponsor as 
“Secondary Study Objectives.” See Amendment 062 to the NDA (Sept. 19, 2000): at I. The failure to consider 
each issue in a separate study is likely to compromise the quality of the data generated. Because the Study is | 
primarily focused on a provider-level variable (ability to provide s surgicé ] ) 


necessarily yield a meaningful sample size for each of the relevant patient-level variables (age and. smoking status), 


Patients will be enrolled “consecutively from each provider until the provider’s quota is met.” See id. at 2. 


aed The Population Council submitted data from the Spitz Study on 106 women age 35 and older and 51 patients" 
under age 20. See Mifeprex Approval Letter, Anfra Appendix A, at 7. “However, the effects and potential age- 
specific risks of the Mifeprex Regimen on women outside ‘the tested age ange deserve separate ‘consideration i in 
studies with far more subjects. Approximately 279,000 girls nineteen and younger and more than 84,000 women 
over the age of 35 obtain abortions in the United States annually. See Appendix B, infra, at B-4 (§§ 5 and 6). The 
Mifeprex Regimen, which directly interacts with the reproductive system, could conceivably interfere with pubertal 
development, as discussed above, and might pose unique risks to women who are nearing the end of their 


-«. Yeptoductive years. 
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“the ne in ae commitments a current postmarketing que oye 


Scaplehten oe final bse, Me hcaion Guide, a dsesbation Eyecn aioe with 


availability of additional clinical data with the ae. since ‘1996. oe 

It appears, however, that the modifications came 3 largely in response to the Population 
Council’s unwillingness to explore the ramifications of the Mifeprex Regimen. On August 18, - 
1999, the Population Council acknowledged its Phase IV commitments, but stated that w]e 
plan to discuss in more detail and develop a consensus with the FDA post-NDA approval. oe 
The Popillation C Council complained, for Secie that ‘Tal prospective study a the long-term 
effects of multiple use of the regimen in all American women would be unduly burdensome, 
might result in an invasion of women’s privacy and would not likely produce a meaningful 
scientific result for decades.””*° Similarly, the Population: Council informed FDA that it was “not 


able to commit to tracking down mane women who are elostt to 9 Follow-up because this would be 


very difficult and sciaoulinanly expensive. “We are alee concerned ano the Shia of doing 


ae Mifeprex Approval Memo, infra Appendix A, a 7. FDA’s conclusion that the reduction to only two Phase IV 

f issues eprex ‘that remain 
unexplored. Because mifepristone interferes with p 2. y by y binding to the progesterone receptor i in ‘the placenta, 
there is concern that the drug may affect not only the uterus, but the brain, ‘breasts, adrenal glands, ovaries, and ; 
immune cells, all of which also have progesterone receptors. Concerns that mifepristone may have a carcinogenic 
effect on breast tissue have also been expressed. See, e.g., Testimony of Dr. Joel Brind, FDA Hearings Transcript, 
infra Appendix A, at 172-175. Mifepristone also could affect the pituitary gland, the adrenal glands, and immune 
cells, all of which have glucocorticoid receptors. In addition, it is unclear whether a woman who undergoes multiple 
mifepristone-misoprostol abortions could suffer adverse effects. See ACOG Practice Bulletin, infra Appendix A, 
at 9 (“No well-designed prospective studies address the issue of repeat me ical abortion. ”). Questions also remain 


about possible effects on the children born to women who have terminat prey regnancy wit 1 the I ifeprex c. 


Regimen. See, e.g., P. Van der Schoot and R. Baumgarten, “Effécts of Tr 
Infancy with Mifepristone on Reproductive Function in Adulthood, » Jour 
(1990): 255-66 (finding that rats exposed to mifepristone i in their infanc suffered 
FOIA Release: MIF 007165- 007176]. 


3 Medical Officer’s Review, infra Appendix A, at 24 (quoting from the Population Council’s submission to FDA 
on Aug. 18, 1999). 


380 Medical Officer’s Review, infra Appendix A, at 24 (quoting from the Population Council’s submission to FDA 


infertility in adulthood)[FDA 


on oe a 18, —— see also eae. Speers Memo at af AS eee with the Po lation Councils oe 
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this, as it it could EO women’ s Dey 381 iT he Population Couneil’s ¢ concerns s about privacy 


ree merit. Patients ae participate in clinical ae ‘give their consent to participa and to be 


monitored, thus eliminating concerns about privacy. Similarly, FDA should not have accorded 


undue weight to the Population Council’s protestations about the potential ene of the trials; 
drug sponsors, who stand to profit from a drug’s sales, are responsible for bearing the expenses 
incurred in establishing the safety and efficacy of a drug” | 

FDA’s acquieséencé in the Population Council’s reduction in its Phase IV commitments 
compounded the Agency’s earlier failure to require the sponsor to conduct clinical trials in. 
accordance with the requirements of Section 314.126 of FDA’s tales FDA’s inadequately 
justified curtailment of the sponsor’s Phase IV study commitments was arbitrary, capricious, an 


abuse of discretion, or otherwise not in accordance with law, 


*8! Medical Officer’s Review, infra Appendix A, at 24 (quoting from the Population Council’s submission to FDA 
on Aug. 18, 1999). The necessity of long-term monitoring is particularly critical to compensate for the unusually 
short tracking periods employed in the U.S. Clinica al, i in which investigators generally did not track] patients 
after their third visit. See Spitz Article, infra Appendix A, at 1242. “Follow-up was extended beyond visit 3 if there 
was uncertainty about the completeness of the abortion or if bleeding persisted.” Jd. Five percent of the participants 
in the U.S. Clinical Trial were not tracked through the third visit (which would have occurred on Day 15) because 
they failed to return for it, suggesting that each of these women was last seen on Day 3, only 2 days after the initial - 
administration of mifepristone. See Medical Officer’s Review, infra Appendix A, at 10. Abbreviated follow-up 
periods run counter to ICH standards, which state that in clinical trials of drugs intended for use during f pregnancy, 
“followup of the pregnancy, fetus, and child is very important.” FDA Guidance (ICH: E8): General 7 
Considerations, infra Appendix A, 62 Fed. Reg. at 66117 (§ 3.1.4.3) (“Special populations”). 


38 Tn fact, the sponsors of Mifeprex received substantial outside funding to support their efforts. See “Mifepristone: 
FDA Approval Imminent, Advocates Predict,” Kaiser Daily Reproductive Health Report (Sept. 28, 2000) (available _ 
at: <http://www.kaisernetwork. org/reports/2000/09/kr000928.3.htm>) (‘Danco Laboratories, LLC, a small New 
York-based company, will market the drug with funding from billionaire financier Warr Buffet and hedge-fund — 
czar George Soros and a $10 million loan from the David and Lucile Packard Foundation.”); Sharon Bernstein, 
“Persistence Brought Abortion Pill to U.S.,” Los ‘Angeles Times (Nov. 5, 2000): at Al (“The Population Council 
raised $16 million from like-minded foundations, including the Open Society Institute of New York, which i is the 


philanthropic arm 1 of billionaire George Soros, and the California-based Kaiser Family Foundation.”). — 
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The Petitioners respectfully inform FDA that they may file amendments to this Petition — 
as information becomes available from Freedom of Information Act requests made before the 


filing date of this document.** 


Vv. CONCLUSION 


For the foregoing reasons, the Petitioners respectfully request that the Commissioner 
immediately enter an administrative stay to halt any further distribution and marketing of 
Mifeprex until final agency action is taken on this Petition. The Petitioners also respectfully 
request that the Commissioner revoke approval of Mifeprex for the medical termination of 


pregnancies less than 49 days’ gestation. On the basis of the evidence presented above, the 


Petitioners respectfully request a full FDA audit of the French and U.S. Clinical Trials” 


38 The Petitioners have filed numerous Freedom of Information Act (“FOIA”) requests with FDA that remain 
unanswered, including: 1) FOIA Request, filed by Wendy Wright, Director of ‘Communications, CWA (Aug. 31, 
2001) (seeking “an entire copy of FDA’s letter to the Population Council dated, or mailed, on or about June 1, 2000, 
along with any attachments, appendices, and other accompanying materials”); 2) FOIA Request, filed by Wendy 
Wright, Director of Communications, CWA (Aug. 31, 2001) (seeking “an entire copy of the new drug — 


equest, filed by Wendy Wright, 
Director of Comimunications, CWA (Sept. 14, 2001) (seeking a copy of d by the s sponsor “related tothe — 
use of mifepristone by women over the age of thirty-five, female of eighteen, and women who. __ 

smoke” and of the Phase IV study protocols submitted by the Sponsor and aay te iW trial data) and, 4) FOIA | 


Request, filed by Wendy Wright, Director of Communications, CWA (Feb. 6, 2002) (seeking a correct listing of all 


‘drug applications approved pursuant to 21 C.F.R. § 314.520 and documents dealing FDA’s reasoning for 


approving drugs under this section of its rules). 


384 An audit of the U.S. Clinical Trial is additionally warranted because of an unusual data management decision 
made by the Population Council with the apparent approval of the FDA: 


Thank you for speaking with me the other day about our data dilemma. In response +6 our conversation, we _ 


have decided to create two versions of our electronic database from the mifepristone study. The first will 
reflect exactly the physical copies of the patient record forms, and will be used as the basis for our 
regulatory submissions to you. The second version will closely match the first, particularly « on safety and 
efficacy indicators, but certain variables will be modified to create an internally consistent database that v we 
can use easily for our planned See publications on the ‘topic.’ “We will keep careful track of the 
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5 CBR. § 25, 31(d). An environmental impact statement j is, thus, not required. 


10 The Economic Impact information shall be submitted only when and if requested by foe es 


Commissioner following review of the Petition, in accordance with 21 CFR. § 10.30. ens 


15 On behalf of the petitioner organizations listed below, we the undersigned hereby certify 
that, to the best of ] petitioners’ knowledge this Citizen Petition is true ar accurate. It includes _ 

_all available information relevant to this Pe ng information both favorable and _ 
unfavorable to Petitioners’ position in this matter. 
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So executed this_/5” day of August 2002. 9 7 
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Bau Clare .M T 49111 Sah acess 
Phone: (616) 921-25 1 cS 
30 


of this sbpriack to bananiee the cee ‘is that ‘certain i aspects 0 of our future pubic: ons may differ from i aN 
tabulations that appear in our regulatory submissions. tae ae ata 
Reteceal, FDA/CDER (ul 


Letter, Charlotte Ellertson, Population Council, to [] 
ce, MIF F 006489]. 
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~ So executed this /3 day of August 2002, 


. 


e Rudd, MD. | 
Associate Executive Director 
Christian Medical Association 
PO Box 500 
Bristol, TN 37621 

Phone: (423) 844-1000 
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So executed this 20 "day of August 2002. Jan cia 
Sandy Rios/ President 
Concerned Women for America 
1015 Fifteenth Street, NW. 
Suite 1100 . 
Washington, D.C. 20005 
Phone: (202) 488-7000 
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Exhibit C: FDA's Subpart H Webpage (Chart). 
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Journal of Obstetrics and Gynecology 180 (1999): 35-41. 
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Times (June 8, 2000): A21 
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Abortion,” American Journal of Obstetrics and Gynecology 183 (2000): S65-75. 


American College of Obstetricians and Gynecologists, “Medical Management of 
Abortion.” ACOG Practice Bulletin:Clinical Management Guidelines for Obstetrician 


“Gynecologists 26 (April 2001)(“ACOG Practice Bulletin”). 
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April 12, 2021 


Maureen G. Phipps, MD, MPH, FACOG 

Chief Executive Officer 

American College of Obstetricians and Gynecologists 

c/o Rachel Tetlow, Federal Affairs Director 
rtetlow@acog.org 


Skye Perryman, General Counsel 
sperryman@acog.org 


William Grobman, MD, MBA 
President 

Society for Maternal-Fetal Medicine 
w-grobman@northwestern.edu 


Dear Drs. Phipps and Grobman, 


In your letter of April 20, 2020, to former Commissioner Stephen Hahn, you expressed concerns 
about the in-person dispensing requirements for certain prescription drugs during the current 
public health emergency. In my letter to you of March 19, 2021, I indicated that staff in the 
Food and Drug Administration’s (FDA) Center for Drug Evaluation and Research (CDER) were 
evaluating the issues you raised. 


Following up on my March 19, 2021, letter I am writing to report the results of CDER’s review 
and analysis. 


CDER conducted a literature search for studies pertinent to the in-person dispensing requirement 
in the Mifepristone REMS Program during the COVID-19 pandemic. Based on this literature 
search, CDER identified four publications that included relevant clinical outcome data.' CDER 


* Chong E, et al. Expansion of a Direct-to-Patient Telemedicine Abortion Service in the United States and 
Experience during the COVID-19 Pandemic. Contraception 2021 (accepted manuscript). 
https://www.sciencedirect.com/science/article/pii/S0010782421000913; Kerestes C, et al. Provision of 
medication abortion in Hawai’i during COVID-19: Practical experience with multiple care delivery 
models. Contraception 2021 (accepted manuscript). https://doi.org/10.1016/j.contraception.2021.03.025; 
Aiken A et al. Effectiveness, Safety and Acceptability of No-test Medical Abortion Provided Via Telemedicine: a 
National Cohort Study. British J Obstet Gynecol 2021. https://obgyn.onlinelibrary.wiley.com/doi/10.1111/1471- 
0528.16668; Reynolds-Wright JJ et al. Telemedicine medical abortion at home under 12 weeks’ gestation: 
a prospective observational cohort study during the COVID-19 pandemic. BMJ Sex Reprod Health 2021. 
https://srh.bmj.com/content/early/2021/02/04/bmjsrh-2020-200976 


U.S. Food & Drug Administration 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 

w ww.fda.gov 
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found that although there are limitations to the study designs, the overall findings from these 
studies do not appear to show increases in serious safety concerns (such as hemorrhage, ectopic 
pregnancy, or surgical interventions) occurring with medical abortion as a result of modifying 
the in-person dispensing requirement during the COVID-19 pandemic. 


CDER also reviewed postmarketing adverse events that reportedly occurred from January 27, 
2020 - January 12, 2021, with mifepristone use for medical termination of early pregnancy, 
along with available information about deviations or noncompliance events associated with the 
Mifepristone REMS Program.? CDER found that the small number of adverse events reported to 
FDA during the COVID-19 public health emergency (PHE) provide no indication that any 
program deviation or noncompliance with the Mifepristone REMS Program contributed to the 
reported adverse events. 


In summary, provided the other requirements of the Mifepristone REMS Program are met, and 
given that the in-person dispensing of mifepristone for medical termination of early pregnancy 
may present additional COVID-related risks to patients and healthcare personnel because it may 
involve a clinic visit solely for this purpose, CDER intends to exercise enforcement discretion 
during the COVID-19 PHE with respect to the in-person dispensing requirement of the 
Mifepristone REMS Program, including any in-person requirements that may be related to the 
Patient Agreement Form. Further, to the extent all of the other requirements of the Mifepristone 
REMS Program are met, CDER intends to exercise enforcement discretion during the COVID- 
19 PHE with respect to the dispensing of mifepristone through the mail either by or under the 
supervision of a certified prescriber, or through a mail-order pharmacy when such dispensing is 
done under the supervision of a certified prescriber. 


CDER is communicating this decision to the approved application holders subject to the 
Mifepristone REMS Program. 


Sincerely yours, 


ee 


Janet Woodcock, M.D. 
Acting Commissioner of Food and Drugs 


? See Mifepristone REMS Program at 

https://www.accessdata. fda.gov/scripts/cder/rems/index.cfm?event=RemsDetails.page&REMS=390. CDER’s 
analysis covers both products that are subject to the Mifepristone REMS Program (Mifeprex and the approved 
generic, Mifepristone Tablets, 200 mg). 
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